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STROMAL THREADS* 


BY 


ARNOLD 
PRAGUE—GLASGOW 
and 
JoHN FOSTER 
LEEDS 
_ Tuts remarkable clinical picture is characterised by local division 
of the iris stroma into two layers, the anterior of which floats in 
the aqueous. Some of the anterior stromal fibres rupture, and 
ste distal ends float freely in the anterior chamber. 
"A search of the literature has revealed eight previously recorded 
cases Schmitt (1922); Drabkin (1923)°; Sander (1925)6; Vogt 
(19267; Schoenberg apt Ae Imre (2 cases, 1927); and Dolifus 


(1927), 


Six of these patients were between 65 and 94 years of age, with — 
otherwise normal eyes or senile cataract. The seventh, that of 
Vogt, aged: 70 years, had chronic cyclitis. The iris’ in each case: 
(to use Sander’s expression) ‘‘ looked as if teased by a crochet 
needle,’’ the change being most marked in the lower half. No 
biopsy was. ‘performed, or theory of aetiology developed, except 
that Vogt suggested gravity snake to localise the cna to the 
lower of the iris. 


Received for publication: Ociaber 25, 1944. 
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The eighth case, that of Schoenberg, was a man aged 51 years,. 


with deep cupping of the disc from chronic glaucoma, and would 

appear to fall into another group altogether, as traumatic rup- 

~ tures were found throughout the whole thickness of the iris fol- 

lowing a dive into water from a height of 108 feet. The curly 
stromal threads tended to remain attached to the sphincter rather 
than.the periphery of the iris. 

Our own case showed advanced changes of the first type, in 
both eyes. Excision of oné eye for absolute glaucoma has allowed 
of the first biopsy of the condition for which we would propose 
the name “‘ Iridoschisis ’’ (iris splitting). A biopsy of iris removed 
at a preliminary iridectomy was promised by Dollfus in his case, 

- but no further record can be found of this in the French literature 
so far. 


Clinical picture 


The patient ‘was a woman aged 76 years, osteo-arthritic, but 
otherwise healthy. In addition to a fixed determination ‘‘ to have 


no more operations,’’ she had a poor memory, which made it. 


difficult to obtain a history. No detailed early records are avail- 
able of the case, but Dr. R. C. Jameson of Leeds, her family 
doctor, stated from his notes that in 1924 she had bilateral iritis, 
followed in 1928 by bilateral iridectomy for glaucoma. 

It has proved impossible to establish whether, in fact, the so- 
called iritis was an early glaucoma or not. The iridectomy was 
of the broad basal type, and not a trephining. 


When next examined in 1940 for failing vision, and recurrent — 


‘ocular pain, both eyes showed a complete broad basal iridectomy, 
a nuclear cataract, normal optic discs, and senile macular degenera- 
tion. She had a normal tension (20 mm. Schi6tz), vision of 6/24 
with +1-0/—2:5 axis 90°, and a curious change in the lower part of 
the iris resembling plants floating in a pool.. The threads were 
arcuate, but not curled as in Schoenberg’s case. The impression 
of floating seaweed or plants was heightened by the glaucous 
colour of the iris fronds arising from the dark rock-brown. of the 


stroma, and waving slightly with the movement of the eye. The 


photographs 1 and 2 show this very well. 

The patient was demonstrated to the North of England Ophthal- 
mological Society in December, 1940, under the title of 

The patient failed to return to hospital owing to fear of opera- 
tion, until July, 1944. She then attended with intense pain and 
complete blindness in the left eye due to absolute glaucoma. The 
oedema of the corneal epithelium was so marked that the lower 
half of it had separated from Bowman’s membrane, forming a 
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small bag containing fluid. Excision under local anaesthesia and 
convalescence were uneventful. 
The condition’ of the other eye was unaltered, except for an 
increase in the cataract, which had reduced the vision to 6/60. 
The tension ‘was still within normal limits, and the iris condition 
unchanged. 


Anatomical ‘findings 


- As, after fixation in formol, the cornea displayed a dense yel- 
‘lowish opacity precluding slit-lamp examination of the iris, it was 
excised close to the limbus, and the eye placed in a glass trough 
with parallel walls. This allowed both slit-lamp examination, and 
photography at higlt magnification by reflected light, as shown 
in Figs. land 2.. 
_ The iris tissue is generally atrophic, and the anterior layer pre- 
served on either side of the upper part of the iris coloboma only 
(Fig. 1). Elsewhere it is represented by thin floating membranes 
in the extreme periphery between 6 o’clock and 9 o’clock, and in 
the temporal half by a fragile greyish tissue like the finest lace. 
Filmy greyish threads are visible both embedded in and floating 
in front of the red-brown posterior layers of the lower half of the 
iris. 
The collarette has disappeared entirely. By diaphanoscopy five 
irregular ragged approximately oval areas of atrophy can be 
detected closer to the pupil than the periphery. The pupil adheres 
to a silvery cataractous lens by posterior synechiae, and ciliary 
processes can be seen through the coloboma. ' 
‘ After antero-posterior division of the globe, three portions of . 
iris were removed. The first was embedded in gelatine preparatory 
to staining for fat, the second for flat section in paraffin, and a - 
third larger portion in celloidin. 
Physiological fatty changes of senile origin were found in 
the periphery of the cornea, the sclera, ciliary body, and in Bruch’s 
membrane. The atrophic iris tissue was, contrary to expectation, 
free from fat. 
The iris cleft illustrated in Figs. 3 and 5, is approximately . 
parallel to the posterior sheath and reaches to the root- of the iris 
at the dilator level. Similar centripetal clefts at an oblique angle 
reach the ciliary region terminating in the pigmented layer 
(Fig. 6). The superficial pigmented iris tissue in front of this is 
thickened. 
At the point where the pigmented operculum ends, the dilator — 
muscle is interrupted by irregular heavily-pigmented tissue from — 
which very loose, scanty, irregular, stromal tissue radiates in a 
fanlike fashion, not unknown in dark pigmented irides (Fig. 7). 
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Elsewhere the cleft is lene extensive, tending: to resemble normal 
iris crypts. 
_. Here and there free bhacade appear in the sections (Figs. 3 and 
4) completely separated from other iris tissue, and containing a 
blood vessel with well-preserved and thick, glassy, endothelium, 

whose lumen is filled with red blood corpuscles. i 

The dilator is not only well preserved, but at one point hyper- 
trophied, and a thickening of. the nuclei to 6-8 rows is observed 
(Fig. 5). 

The sphincter fibres were seen on one slide only, and were 
“normal. The posterior part of the eye did not reveal any. patho- 
changes. 


Discussion 

Our.case appears to be in a much more advanced stage than 
_those previously described. While it is difficult to say with cer- 
tainty whether the causation is senile or traumatic, the involvement 
of the entire iris in both eyes would appear to diminish the likeli- 
hood of operative trauma, and assign the case to the senile group. 

The cleavage of the iris in this particular plane may have an 
anatomical basis, as E. Fuchs has described a certain degree of 
separation of the anterior and posterior*iris stroma, which is 

_ potential (7.e., a thinning of the tissue) rather than actual. 

GA inechanism for such separation suggested by Eisler? is that 
the posterior stromal lamella being less cell-rich than the anterior, 
may contract more easily than the latter, which is stiffer and richer 
in cells. The result is a thinning of the intermediate layers, which: 
we assume may ultimately rupture as in our case. 

The fanlike radiation of iris fibres from points in the dilator 
near the iris root is physiological, and can be detected in. normal 
irides. In our case this area appeared to be scarred, as not only 
was the pigment irregularly distributed, but the fibres were dis- 
" torted, in a crisscross fashion, suggestive of scar tissue contraction 

(Fig. 6). 

While the dilator muscle is undamaged, the curious local mul- 
tiplication of its nuclear layers is worthy of meAHOD, as seemingly 
it has not been previously recorded. 

We cannot offer any explanation of this change. 

___It is noteworthy that each free stromal thread is centred on a 
blood vessel containing red corpuscles. 

As: slit-lamp appearances suggest that many of these fibres have 
ruptured spontaneously, it is peculiar that in no case record of 
the senile group is spontaneous hyphaema ‘mentioned. The 
explanation probably lies in the structure of the iris vessels. 

The vessels of the normal iris are in the unique possession. ofa 
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Slit-lamp view of iris. 
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Fi, 2. 
Stereoscopic view of iris. 
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Cleft in iris containing two threads. X60. 
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Fig. 5. 


Double cleft and local thickening of dilator. 
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Isolated thread showing blood filled vessel. Longitudinal section. ; 
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Fanlike tissue in a gelantine frozen section. 
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double coat: separated by a relatively space filled. with 
gossamer-like : tissue. The outer adventitial.coat is continuous . 
with the iris stroma (Wolfrum)!. This arrangement makes for. 


the greatest freedom of movement (Wolff)?. The wall itself is 


normally so much thicker than that: of the vessels of the ciliary 
body and choroid, that pathologists (often in our opinion 
erroneously) describe them as beiig When they are in 
fact normal. 

The decreased tendency to haemorrhage is well shoe! by the 
relatively slight incidence of haemorrhage following iridectomy, 


where a multitude of small vessels are divided, compared with 


cyclodialysis, where the thineer-wetled vessels of the ciliary body 
are disturbed. 

It is suggested that the basis of the change tbe desctibed 
is an aggravation of the physiological senile atrophy of the inter- 

mediate tissue of the iris. -We-cannot entirely exclude the atrophic 
effect of lytic substances in the aqueous, originating in glaucoma- 
tous metabolism in-our own case, but in'the absence of this disease 
from the other recorded cases. we feel that this plays any a 
secondary part, if at all, to purely senilechanges. 

Ultimately, the thick-walled vessels only connect the two ayers 
of the iris, the anterior of which finally becomes detached. 

In cases of extreme iridoschisis like ours, the vessel-containing 
threads rupture, and float i in the aqueous. - 

As the vessel wall is more rigid in old age, these threads ettiada 
moderately. straight, or slightly curved. In younger people, for 
example, the case described by Schoenberg, their greater elasticity 
tends to make them curl. Senile vessels are, on the other band, 

CA clinical and description is 
iris changes in a woman aged'75, with long standing glaucoma. 

These changes consist of a: deep cleft between the anterior and 
posterior ‘stroma layers of the iris, parallel to the latter. The. 
' anterior layers are largely atrophic, and such tissue asiremains - 
splits up into fibres which are centred on a blood-containing vessel. 
These fibres are attached to the ciliary portion of ‘thei iris, and. are 

freely floating distally in the aqueous.) 

We suggest the name of Iridoschisis these 
The clinical and” histological findings| suggest that the 
mechanism of these changes is the exaggeration of a physiological 
ageing process of the iris, in which the middle layers: become 
atrophic. ‘Subsequently the two layers are separated, and finally 
the threads of the anterior layer which remain and contain’ a blood 
vessel, Tupture, and float freely at. end. 
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The basic change is senile, but the process may be aggravated 


by proteolytic enzymes (Lysins) in the product of 
glaucomatous 


REFERENCES 


WoLFrRuM.—Handbuch des. Augenheilkunde, Graefe-Saemisch-Hess. Teil 
} ty 1, Band 1, Abt. 2, Kap. 3, p. 197. : 
EISLER. —Anat. des Auges. Kurzes Handbuch der Augenheilk., Vol. I, 
p. 91. 
Wo trr, E. —Anatomy of the eye. Second edition, p 65." 
ScumittT.—Klin. Monatsbl. f. Augenheilk., Vol. UXVII, p. 214, 1922. 
DRABKIN.—Ibid., Vol. LXXI, p. 188, 1923. 
SANDER. —Ibid., Vol, LXXIV, p. 729, 1925. 
~ Voct.—Ibid., Vol. LXXVII, p. 710, 1926. 
SCHOENBERG.—Arch. of Ophthal., Vol. LXVI, p. 538, 1927. “i 
ImRE, J.—Ibid., Vol. LXVI, p. 539, 1927. 
DOLLFus, A.—Bull, Soc. d'Ophtal. de Paris, p. 170, 1927. 


owns 


1 


= 


-PERIARTERITIS NODOSA AFFECTING THE EYE* 
BY be 


Squadron Leader R. SAMPSON, R.A.F. 


_ PERIARTERITIS nodosa is a rare and usually fatal disease of blood- 

vessels first described by Kussmaul and Maier in 1865, and sub- 

séquently treated at considerable length in the literature, chiefly, 

. in’ consequence of its baffling symptomatology, by pathologists. 
It is exceptional for recognition to be possible during life unless 
subcutaheous nodules occur which on. biopsy show the 
characteristic changes. 

Occasionally the Gpkdbalioclowist is given an opportunity to 
assist in the diagnosis, but there: are very few of the published 
cases where the ophthalmoscope has revealed more than a quite 
ordinary albuminuric retinitis. Yet in a very important per- 
centage of the eyes which the pathologists have examined, they 
have discovered inflammatory disease of the choroidal and ciliary 

vessels, and it is a matter for regret that more ophthalmoscopic 
observations have not been made. The case we shall describe 
may throw some:light on the ophthalmoscopic appearances which 
may occur in thé disease. 

It is not intended in this paper to enter into a discussion of 
periarteritis nodosa in its general manifestations. There is no 
agreement on the pathogenesis of the condition, but as to the 
pathological changes which occur there is no difference of opinion... 
The name is descriptive of the changes seen in the larger vessels, 
particularly those with vasa vasorum, but the ophthalmologist: is 

concerned rather with vessels of smaller calibre. 


* Received for publication, November 25, 1944. 
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In small. vessels, the initial lesions are found in the inner media, 
and consist of a coagulative necrosis which may involve part or 
the whole of the vessel circumference. The wall of the vessel 
becomes thickened by oedema and fibrinous exudate, the endo- 
thelium over the affected area becomes swollen and may 
- desquamate, anda fibrin clot may form in the lumen. Soon the 
media and adventitia become infiltrated with lymphocytes, poly- 
morphs, large mononuclears and plasma cells, and there is much - 
exudation throughout the vessel wall and in the perivascular 
tissues. Aneurysms may result, or the vessel wall may rupture, . 
but there is no definite record of such developments i in the ocular 
vessels. 

In the absence of these catastrophes, repair begins, the vessel 
wall being replaced by granulation tissue which invades any 
thrombus in the vessel lumen, and the endothelium undergoing 
considerable proliferation. There is some confusion regarding the 
relation of this proliferation to the severity of the medial disease, 
but the problem is resolved satisfactorily by Arkin (1930), who - 
points out that the endothelial proliferation extends longitudinally — 
beyond the area of medial necrosis, so that sections may show no 
other change than intimal proliferation if taken peripheral to the 
main lesion. 

When healing is complete the vessel and its lumen may be 
replaced by scar tissue which extends into the area around ora 
variable distance. 

The eye may be affected in either of two ways, indirectly by 
the toxic processes associated with the.renal lesions which are so 
usual in this disease; or directly by the involvement of the arteries 
of the region in the arteritis. 

The frequency of renal impairment in periarteritis nodosa i is put, 
at 80 per cent. by Arkin; 83 out of 115 cases by Gruber; and all - 
cases coming to necropsy by Spiegel (1936). The types of kidney 
lesion : are detailed by Gruber and Spiegel : 


Renal infarcts and aneurysms 

Glomerulonephritis 

Focal degeneration _ 

Interstitial inflammation 

_ Acute periarteritis nodosa. 

Arteriosclerosis 

Malignant sclerosis 
Hypertension and urea nitrogen retention are present in the vast 
majority of cases. Hence it is not surprising that the most com- 
mon ocular finding in periarteritis nodosa is albuminuric retinitis - 
with ho special features to — it from the ee of. 
nephritis due to causes. 
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Involvement of the bloodvessels of the eye and orbit is not 
often described, but these parts are apt to escape examination. 
Typical periarteritis nodosa has been recorded with greatest fre- 
-quency in the choroidal: arteries and the short ‘ciliary vessels. I 
shave been able to find 7 cases of choroidal and 5 of ciliary vessel © 
periarteritis in the American and English literature. The retinal 
vessels are seldom affected, although retinal haemorrhages, 
oedema and exudates are common; but these are more likely to be 
due to the hypertension than to ‘the periarteritis, and the only 
descriptions, all microscopic, of what appears to be typical arteritis 
of the retinal vessels are those of Muller (1899), King (1935) and 
Von Herrenschwand (1929). In addition, one case of occlusion 
of the central retinal‘ artery has been reported by Evans (1948). 
King’s case also showed papilloedema for some months, most 
probably a result of increased intracranial pressure caused by 
periarteritis of the cerebral vessels. ,Iridocyclitis, episcleritis, and 
orbital cellulitis have also been seen ‘rarely, and are an expression 
of the direct involvement of the arteries of these regions. 
Chemosis of the conjunctiva, which may disappear spontaneously 
in a few nye has also been noticed, as in the case described 
below. 


Case Report 


A young airman, aged 20 years, was admitted to an R.A.F. 
Hospital with generalised clonic convulsions followed by uncon- 
sciousness which lasted some hours. Thereafter he ran a pyrexial 
temperature and complained intermittently of pains in the 
- abdomen, muscles and joints. The blood pressure at the end of 
two weeks was 180/110, but fell a little later and varied between 
140 and. 160 systolic till the end. He became steadily more 
anaemic and emaciated, and left ventricular failure developed 
eight’ weeks after admission. Clonic fits recurred a few days 
before his death after an illness of three months. 

Pathological examination demonstrated well marked peri- 
arteritis, nodosa affecting arteries in all systems, and particularly 
the coronary arteries (Fig. 1). There were infarcts in both - 
kidneys. The Wassermann reaction was negative, and blood 
cultures showed no growth. No conclusion could be formed as 
‘to the aetiology. 

Ophthalmic examination was requested late in the disease, four 
_ weeks before death, and provided appearances of great interest. 

There was a concomitant divergent strabismus of about 15 
degrees, and convergence was absent. 

Right Eye :—The retinal vessels were of normal calibre. There 
was generalised retinal oedema, more marked in the temporal half 
of the fundus, and the edges of the disc were blurred but not 
noticeably swollen. Lateral to and above the level of the macula 
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Heart showing nodules along coronary vessels. 


2. 


Right fundus, early stage. Tubercle-like nodules in choroid and wide- 
spread retinal oedema. The retinal elevations overlying the nodules 
could not be reproduced on the drawing. 
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Fia. 4. 


. ‘Low power view of choroidal and ciliary vessels. Numerous choroidal 
vessels with hyaline walls. 
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Low power view of choroidal cicatricial nodule. 
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Right optic papilla showing hyaline vessels. 
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were several areas of retinal detachment of small extent, with no 
vitreous haze, and deep to the retina in these areas were greyish- 
white nodules of oval or branching shape, somewhat. resembling 
_ miliary tubercles of the choroid (Fig. 2). 

. Left: Eye :—The left retina was oedematous, and there was a 
large, globular retinal detachment far out on the temporal side, 
commencing half-way between the macula and the equator, It 
-had all the appearances of an exudative detachment, and there 
was no hole or tear. 

On the next day the eyes were examined. again. Now there was 


considerable oedema of the conjunctivae. The areas of detach- — 


ment in the right fundus had become confluent, forming a total 
area of about six disc diameters, and two or three new patches of 
whitish choroidal exudate were visible nearer the ora serrata. The 
left eye, in addition to the large detachment, showed a baal similar 
whitish patches above and below the macula. 

- Four days later the conjunctival oedema had gone. _ There was 
a great reduction in the general oedema of the right retina, 
although the localised detachment remained, and the macula was 
more oedematous. The left detachment had almost disappeared 
except inferiorly, and in the area where the detachment had been 
were a number of hazy white lines running radially to the disc, 
possibly choroidal vessels obscured by exudate. The left macula 
was more oedematous. (The patient then complained of misty 
vision, his first and only ocular symptom.) The divergent squint 
was no longer noticeable. 

Two days later, a week after the first ophthalmoscopic. obser- 
vation, the right -detachment had. diminished, and the left 
detachment was no Icnger visible, Both maculae were less 
oedematous. j 

Observation was continued till ‘the day of his death, although 
in the last few days only fleeting glances could be obtained since 
the mere light stimulus was enough to start a generalised con- 
vulsion. A week before death the fundi looked normal except that 
there were small, lightly pigmented scars at the sites of the 
choroidal lesions previously. noted. No sign of .albuminuric 
retinopathy occurred. 

The eyes and. orbital contents were obtained for examination, 
which was kindly performed for me by Dr. A. J. Ballantyne, and 
the following notes are derived from his very detailed report. 

No definite pathological changes were found in the orbital 
‘Structures, although the muscles were ie bulky on account of 
oedema. 

Macroscopically both optic discs were ill defined, and situated 
in the midst of a wide area of pale, opaque retina, without definite 
_ boundary. The retinae were thrown into ridges and folds, some 

of which at least might be a post-mortem change, but from the. 
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appearance of exudate between the retina and aeonoia at the cut 
edge of the specimens, .it was clear that some of the elevations 
were due to exudate. In the examination of the specintens with 
the slit-lamp and binocular microscope no changes could be y 
detected in the visible retinal vessels. The anterior halves of the 
globes also showed irregular elevations of the retina produced by 
subretinal exudate as far forward as the ora serrata. Lens, iris 
and choroid were normal. In the left eye, in the upper temporal 
quadrant, a melanoma of the choroid was discovered by trans- 
‘illumination, about 3 mms. in diameter. 

Microscopically the ‘subretinal exudate consisted of an 
albuminous-looking coagulum nani a few red blood cells, 
fragments of pigmented cells, probably derived from the pigment 
epithelium, and fat granule cells. ‘The neuro-epithelium ‘was 
largely destroyed, probably the result. of post-mortem change. 

Examination of specimens of retina unstained in bulk revealed 
no changes in the retinal vessels, and no haemorrhages. 

In the nerve fibre and ganglion cell layers there were many 
vacuoles, probably representing a true retinal oedema. 

In sections passing through the right disc there was definite 
' papilloedema. Some of the retinal vessels showed thickening and 
rigidity of their walls. Both arteries and veins in the papilla had — 
thickened hyaline walls (Fig. 3), and similar smaller vessels were 
found on the outer surface of the sclera, adjoining the entrance — 
of the optic nerve. None of the vessels in the retina showed any 
. Cellular infiltration in or adjacent to their walls. 

The optic nerve sheath of the right eye was distended, and 
there was a small haemorrhage just in front of the lamina cribrosa. 
A thrombus was seen in the central vein. 

Many of the choroidal vessels had thickened walls, and some 
of them had a hyaline character (Fig. 4). In Fig. 5 there is a 
cicatricial nodule occupying the whole thickness of the choroid, 
and apparently due to thrombosis of one of the large vessels. 
The choroid was richly pigmented especially in its outer layers, 
and this richness of pigmentation was also seen accompanying 
the ciliary vessels and nerves in their passage through the sclera. 

The microscopic examination of the melanoma of the choroid in 
the left eye showed cells of various types, but mainly type A, 
and the reticulin was No. 1 grade, pointing to a low-grade 
malignancy. 

Sections of the anterior part of the left eye showed iris, cornea, 
lens, ciliary body and angle of the anterior ——— -be normal. 


Discussion 
Certain features of the post-mortem findings refer to appearances 
_ not seen ophthalmoscopically, and obviously developed during 
_ the last few days of life. It is likely that there was some increase 
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of intracranial pressure when Ais.convulsions recurred, and con- 
sequently slight but definite papilloedema was found post-mortem, 
but some of the disc change may have been due to the local 
arteritic changes in the vessels, There was no acute change in 
either the retinal or choroidal.vessels to account for the subretinal - 
exudate, which was very widespread but everywhere shallow, and 
may have persisted although undetected ophthalmoscopically 
when cellular infiltration passed off. Pie 

The main interest lies in the finding of healed arteritis in many 
_ of the choroidal vessels. Similar appearances were in evidence in . 
the retinal vessels in the disc of the right eye and in some of the’ 
extra-scleral vessels. 

The copious subretinal-exudation noted four wicks before death, 
and the whitish choroidal nodules, were without much doubt 
_ Clinical observations of active choroidal periarteritis nodosa, first © 

in the exudative stage, and later during the subsidence of the 

acute phase and in the period of repair. The changes in the 
retinal vessels, which were slight, were not noticed during life. — 

The clinical picture seen in this case was surmised with much 
accuracy by Goldstein and Wexler (1929) in their paper which 
described the histology of the choroid in a similar case. Arkin 

(1930) in one case, observed multiple retinal detachments, but did 

not describe the microscopic ocular findings. Friedenwald and . 

Rones (1931) have demonstrated oval nodules of inflammatory 
tissue in the choroid in a case of streptococcal septicaemia com- 

plicated by chronic nephritis, hypertension and syphilitic aortitis, 

but they definitely excluded periarteritis nodosa from the 
diagnosis. The nodules were related to thrombosed and sclerosed 
arterioles, and resembled the nodules which they demonstrated 
in another case undoubtedly suffering from periarteritis nodosa. 

The case we have described was not complicated by arterio- 
Sclerosis, albuminuric retinopathy, or any inflammatory disease 

of the uveal tract apart from the arteritis. The ocular lesions . 

produced remarkably few symptoms, and it would have been easy 

to neglect ophthalmoscopy altogether hed there been no cerebral 
symptoms. 
_ The main ophthalmoscopic features were the widespread retinal 
oedema, the exudative detachments of the retina, the transience“ 
of these detachments as of oedema in other parts such as the. 
_ conjunctiva and the characteristic nodular, tubercle-like choroidal 
lesions, which, evolved rapidly and disappeared, unlike tubercles, 
in a matter of leaving white pigmented scars. 
Summary 

A case of periarteritis nodosa is described in which: the choselitat 
arteries were severely, and the retinal and ciliary-vessels slightly, 
affected. In the absence of albuminuric retinopathy the exudative 
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TerTscu.—Zeitschr. f. Vol LXXVII, p. 294, 1935. 


eae of the choroidal ‘arteritis “could ‘be observed ophthalmo- 


scopically, and the appearances are described. 
I am deeply indebted to‘Dr. A, J. Ballantyne for his most 


valuable help with the pathology of this case, and my thanks are 


due to Air,Marshal Sir H. E. Whittingham, Director General of 
Medical R.A.F., for permission to publish his 
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OBSERVATIONS ON THE EFFECT OF RIBOFLAVIN 
ON THE ORAL LESION. AND DYSPHAGIA, AND OF 

RIBOFLAVIN AND BREWER’S YEAST ON DARK | 

ADAPTATION IN: A CASE OF SO-CALLED - 
PLUMMER-VINSON SYNDROME* | 
H. PoLtak, M.D., Prague 
FROM THE CENTRAL MIDDLESEX COUNTY 
HOSPITAL, LONDON 

THIS report concerns a male patient admitted with a Plummer- 
Vinson syndrome including dysphagia, angular stomatitis, 
glossitis, achlorhydria, koilonychia-and. hypochromic anaemia. 
The oral lesion and the dysphagia during the first part of .obser- 
vation responded to riboflavin. The finding of impaired dark 
adaptation (DA) later seemed, to offer an opportunity for testing 
the possible effect-of riboflavin ‘and allied factors. | 

These observations are part of a larger study on dark adaptation 
undertaken in an attempt to use»this method for detecting dis- 
turbances..in. general metabolism, and 
their possiiis relation to dietary factors. | 


ie * Received for publication, October 24, 1944, 
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Case Report ji 


Male patient, aged 39 years, ‘admitted to the Dietetic Wards of 
the Central Middlesex County Hospital on ‘February 16; 1943. 
_ Family history irrelevant. Personal history : 17 yeats ago opera- 
tion (gastro entérostomy) for. duodenal ulcer. Since then prac- 
tically free from dys Liles except occasional slight epigastric pain 
soon after meals. For the last 4 yeats complaining of soreness 
of the tongue and cracks at the corners of the mouth, the latter 
never having healed up completely. ‘The: nails were brittle for 
the last 10 months. Difficulty in swallowing for the last- 6 months 
with sensation of food stopping in upper part of gullet. Lately 
he has become dyspnoeic on exertion, feeling generally very weak, 
and the mouth has become so sore that he ‘‘ could hardly eat.’ 

On examination : Hyposthenic build, general condition reduced. 
Very pale and markedly anaemic; the skin of the face is sallow 
‘and slightly wrinkled. The tongue is smooth all over with a 
slight magenta hue. The angles of the mouth are macerated with 
deep’ transverse fissures. Marked koilonychia. Chest. and ‘heart 
- showed nothing abnormal. ' Blood pressure 120/60. Liver and 
spleen not -felt, no oedema, no neurological abnormalities. 
R.C.C.: 3-94 mill., Hb: 38 per cent., W.C.C. : 7750, differential 
count normal: | Gastric secretion: no free HCI after histamine. 
Gastroscopy ‘showed marked atrophy of the mucosa (‘‘ atrophic 
gastritis *’). Clinical ‘diagnosis: Hypochromic (‘ simple 
achlorhydric ’’) anaemia with so-called. Plummer-Vinson syn- 
drome: 

“Observations 


9g the first period of treatment (February 20-25, 1943) the 
patient was given a daily injection of 5 mg. of riboflavin for five 
days and no iron. On the third day he reported a striking im- 
provement in his oral condition which ‘was complete on the fifth 
day when the soreness of the mouth and the dysphagia had almost 
gone, and corners of the mouth appeared practically healed. The | 
patient saying that ‘‘ after many weeks for the first time I am ' 
enjoying my food again.’ The haemoglobin at this time was 
40 per cent. In the second period of treatment (February 25- 
March 13, 1943) he was given daily: fersolate gr. 9, brewer’s 
yeast 4 drachms, 150 mg. of ascorbic acid, and 6 more injections 
5 mg. each of riboflavin. When discharged on March 18, 1948, 
his Hb was 61 per cent. and he was in good general condition, - 
He was instructed to continue with daily 9 gr. of fersolate (Glaxo), 
150 mg. of ascorbic acid, 12 gr. 5 tablets of Aluzyme and dilute 
HCI with meals, which he did for two weeks (March 13-27, 1943). 
On April 5, 1948, his Hb was 85 per cent. and remained the same 
until September 1943, _when seen again as an He 
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was well except for a recurrence of the soreness of the corners of 
_ the mouth and slight dysphagia, but fingernails were now found 
to be of normal shape. Enquiry elicited the fact that he was 
complaining of burning sensations of the eyes, end that his vision 


‘tm the dark was poor. ‘ 


Mr. A. Rugg-Gunn, my colleague at the Central Middlesex, 


County Hospital, also examined the patient on several occasions. 
He reported : Visual acuity, fundi and fields.are all normal. Re- 
peated examinations by the slit-lamp and corneal . microscope 
showed a considerable increase in the vascularisation of the limbic 


zone, with slight. encroachment into the clear area of the cornea, — 


particularly in the lower limbus. The presence of concentric col- 
lateral vessels was noted here and there but was not a conspicuous 
feature. The remainder of the cornea was perfectly clear. Some 
observers have attributed changes of this character to riboflavin 


deficiency, but they-are very often found in association with. 


_ chronic irritation of many types, and the failure in this case to 
respond to treatment confirms the view that they are not neces- 


sarily characteristic of riboflavin deficiency. Throughout the — 


whole period that the patient was under observation no change in 
the corneal vascularity was noted, except on the last occasion, 
October 4, when, on the whole, the proportion of empty to full 
~ vessels appeared to be less. Whether this is a true observation 
or not, and if true, whether significant or ‘otherwise, i is at present 
impossible to decide. 
His dark adaptation (DA) was found to be markedly impaired. 
A serial study over the following eight months was instituted. 
Method: DA was measured with a modification of the Crookes’ 
instrument (Haines, 1938), investigated and described by S. 
‘Yudkin (1941). The technique has been described in detail "ine. 
where (Pollak, 1943). Only rod adaptation was recorded, and its 
course was determined by taking the time required to recognise 
the test object the brightness of which was reduced in small steps. 
The variations in DA observed during the first eight weeks, 
- before any specific treatment was begun, are shown in Fig. 1, 
right hand side (empty symbols). The disturbance in DA is 
. characterised by a delay in the “‘ rod’ phase and a high “‘ final ”” 
threshold after 45 minutes in the dark. In Fig. 2 the variations 
in DA during the whole eight months period of observation are 
recorded by plotting the times required to reach various levels of 
sensitivity : (A) representing the time to reach a level correspond- 
ing to 1=5 log. units, (B) corresponding to 1=435 log units, 
and (C) corresponding to 1=40 log units. These figures were 


obtained from curves smoothed in a fashion as shown in Figs. 
3. 
During the period from March 27. to September 27, 1943, the 


patient had no treatment; from September 27 to November 8, 
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1943, he had some small doses of iron} and on November 8,:1943, 
- his R.C.C. was 5-16 mill. and his Hb was 105 per cent. No iron 
was given thereafter. After 9 days treatment with riboflavin 
(December 6-13, 1943), totalling 65 mg. (7 injections 5 mg. each, 

‘the rest was given by mouth) there was a small but, compared 
with the variations recorded during the previous two months, 
significant improvement in the patient’s performance as shown by 
two curves recorded on the same (77th) day (Figs. 1 and 2). This 
improvement was, however, not maintained, the patient having 
discontinued treatment owing to a cold: When Seen a month later — 
_ his adaptation had fallen back to the initial level. There was no 
_ further improvement after another 4 days treatment with daily 
6 mg. riboflavin by mouth, and as the patient was still complain- - 
ing of a ‘‘ bad cold ’’’ he was left without treatment for 4 weeks.: 
At that time (118th day; vide Fig. 2) his DA was at or rather 
slightly below the initial level. From then onward (January 24, 

. 1944; 119th day) he was given daily 4 teaspoonfuls (approx. 20 
gm.) of dried (non-autolysed) brewer’s yeast. (Aluzyme). After, 
_ 6 weeks treatment improvement in his DA began and continued, 

and after 4 months treatment it was restored to normal. Curves 
showing the course of DA before and during treatment with yeast 
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are shown separately in Fig. 3.. Then, unfortunately, the patient 
was no longer available for further tests. Mr. Rugg-Gunn found _ 
no change in the slit-lamp appearance of the cornea on repeated _ 
examinations during the whole 8 months period. There was also 
no. effect on the achlorhydria, while repeated gastroscopy. was 
unfortunately not possible. 
More emphasis may be laid onthe considerable changes in DA 
‘observed during treatment with yeast than on the small, though 
apparently significant effect coincident with the administration of 
riboflavir. If the latter is disregarded, it is seen that during the 
first 4 months of observation there was no indication of spon-— 
- taneous improvement but, on the contrary, a slight downward 
tendency is apparent. It is highly suggestive, therefore, that the 
restoration of normal function -occurring under prolonged treat- 
ment ‘with yeast was induced by the latter., An equally slow 
response to yeast has been. observed in two more cases, one of 
which has been reported elsewhere (Pollak, 1943). ie 


Discussion 

The investigation reported here was undertaken with two 
objects in mind: First, a clinical.one, to use DA in an attempt to' 
detect disturbances in general metabolism, and the quantitative 
study of their possible relation to dietary factors; second, to pro- 
vide further evidence in support of earlier findings (Pollak, 1943) 
concerning the influence of factors of the vitamin B complex on 
~DA. To test the latter, two ways seem open : (a) to study patients 
' with a ‘‘ primary ’’ deficiency (which, it is generally agreed, is at 
the present time rare in this country); (b) to select cases with a 
“conditioned ’’ deficiency, i.e., with metabolic disorders presum- 
ably reversible by the dietary factors in.question. . 

Before dealing with the ophthalmological side of the present 
case some comment on the metabolic-nutritional background of 
the Plummer-Vinson syndrome will be necessary. 

The epithelial changes occurring in the so-called Plummer- 
Vinson syndrome which may include dysphagia, glossitis, angular 
stomatitis with maceration of the corners of the mouth, achlor-. 
hydria and koilonychia, classically associated with hypochromic 
anaemia, respond to adequate treatment with iron though recovery 
may be slow and incomplete (Witts, 1931; Whitby and Britton, 
1944). The-concept that these changes are essentially due to iron 
deficiency has been ‘widened by the observations of Waldenstrom 
_and Hallén (1938) and Waldenstrom and Kjellberg (1939) who . 
found that dysphagia, achlorhydria and koilonychia may- occur 
without anaemia but associated with low serum-iron levels and. 
respond to treatment with iron (see Glazebrook, 1944). Walden- 
strom and Kjellberg (1939) used, therefore, the term “‘ sideropenic 
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dysphagia.” A new approach to the pathology of these 
dystrophic changes of epithelial structures was suggested by the 
striking resemblance of the oral lesion in the <‘ sideropenia ”’ 


_syndrome to the nutritional ‘‘ angular stomatitis ’’ (Stannus, 1912) 


(see Brit. Med. Jl., 1940) which recently was recognised as a 
manifestation of a deficiency in riboflavin (Sebrell and Butler, 


1938, 1939) and probably in other factors of the vitamin B. 


complex.* The idea of such a deficiency being associated with 
(and possibly conditioned by) iron deficiency has received some 
_ support by observations on the curative effect of riboflavin on the 
angular stomatitis (Meulengracht and Bichel, 1941) and also on 


dysphagia and koilonychia (Lundh and Geill, 1942) in cases ° 


showing the so-called Plummer-Vinson syndrome. Although 
published evidence of this kind is scanty, this view appears to be 
widely accepted (Wintrobe, 1942; Bockus, 1943; Vanotti, 1944; 
Weder, 1944). It is argued that a deficiency in iron may con- 
dition disturbances in the metabolism of riboflavin and allied 
factors owing to the fact that cytochrome and cytochrome oxidase, 
which are haemin derivatives, are linked up in cellular oxidation 
processes with enzyme systems containing riboflavin and nicotinic 
acid, which probably also interact with other members of the 
vitamin B complex; the catalytic chain presumably most- often 
breaking at the riboflavin link (Brit. Med. Jl., 1940; Stannus, 
_ 1940, 1944; Vanotti, 1944; Pirie, 1943). Apart from such an 

interaction between the metabolism of iron and B vitamins, an 
important site of which may be the liver, there are obviously other 


interrelations, for.example, in the intestinal tract, conceivable. © 


Further, a lack of these factors in the diet, either pre-existing 
_ (Davidson and Fullerton, 1938), or resulting from lack of appetite 
and the oral and oesophageal condition, will have an aggravating 
effect. However, some attention should be given here to intrinsic 
disturbances underlying the changes attributed to. iron deficiency 
- as these may have a bearing on the disturbances in DA observed 
later. Witts (1931) has emphasised the importance of gastritis in 
the Plummer-Vinson syndrome; particularly the fact that the 
complete clinical syndrome as observed in the present case is 
-hardly ever seen in the adult male except as a sequel to an opera- 
tion on the stomach (Burger and Witts, 1934) points to post- 
operative chariges as the underlying aetiological factor, such as 


atrophic gastritis and achlorhydria which were present in our 


case. As to the influence of gastric atrophy on general meta- 


bolism, the idea in favour of a direct endocrine-metabolic inter-. 


- action between gastric micosa: and liver (Stannus, 1937; Brit. 


_. * Some cases do not respond to riboflavin (or to'riboflavin alone) but to nicotinic 
acid or pyridoxin, or apparently require the entire vitamin B complex in the form of 
yeast or liver extract (Smith and Martin, 1940; Machella, 1942-1943: Jeghers, 1943; 
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Med, Jl:, 1943) has Sieiwed some more support recently by the 
demonstration of a lipotropic effect of whole stomach extract-’ 
(Gillman, et al. 1944), Tn addition, changes in gastric secretion, ° 
in the motility and flora of the intestine, with resulting alterations 
in digestion and absorption of foodstuffs will have to be 
considered. 

As in the present case the oral lesion and dysphagia had rapidly 
cleared up under treatment with riboflavin alone, it seems possible 
that a residual ‘‘ subclinical ’’ deficiency in this and allied factors 
(or, as I would prefer to put it, residual disturbances i in metabolism 
underlying them) may have contributed to the impairment i in DA. 
“found at a later date. (With this possibility in mind, and its 
- relation to iron deficiency, the patient was -not given large doses: 
of iron but just enough to keep his haemoglobin at a normal level. 
No iron was given during the 6 months while the effect of vitamins 
on DA was studied.) Iti this respect perhaps also the history of a 
duodenal ulcer preceding gastro-enterostomy may not be entirely 
without significance, since impairment in DA has been found in - 
ulcer subjects (Stewart, 1941; Pollak, 1943). 
__ As to the changes in DA recorded here, the impairment of 
function ‘in conjunction with the apparent response to treatment 
(particularly with yeast) may be taken_as reflecting a disturbance 
in general metabolism which appears. reversible by dietary factors 
of the yitamin B complex. From this a ‘“‘ relative deficiency ”’ 
may be implied. In the same direction”point recent clinical studies 
suggesting the existence of a nutritional factor not only in per- 
'nicious anaemia and in sprue but also in simple ‘‘ atrophic 


. . gastritis ’’ (for review see Rhoads, 1941, and Shapiro, ét al. 1944) 


as indicated by regeneration of the gastric mucosa following 
treatment with choline (Shapiro, et al. 1944) and brewer’s yeast . 
(Abels, 1944). It is interestirig to note, especially with regard to ~ 
DA, that these agents are lipotropic, i.e., they favourably influence 
hepatic metabolism, and further, that Abels et al. (1941) observed 
‘a rise in the plasma vitamin A levels in’ patients with gastro- . 
intestinal malignancy and peptic ulcer following treatment with — 
choline and brewer’s yeast, while vitamin Ai in large doses failéd 
to produce this effect. : 

Since the Plummer-Vinson sindiaine is believed to be a pre- 
* cancerous condition, .the prophylactic significance in correcting 
the metabolic disturbances associated with it needs little emphasis ; 
it is tempting to see in the latter, according to Rhoads (1942), 
one of the mechanisms underlying the cancerous degeneration of 
cells. 

No attempt will be made here to speculate on the possible 
mechanisms by which riboflavin and yeast may influence. DA, 
and it also seems impossible at present to express any definite 
views in terms of a photochemical or other mechanism. 
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_ Apart from our own tentative results reported here and else- 
_where (Pollak, 1943) there seems to be no definite evidence in thé 
_ literature concerning the effect of factors of the vitamin B, com- 

plex on DA, though suggestions to this effect have appeared, but. 

there is some scattered evidence that riboflavin and possibly allied 
factors may play a part in the visual process in general. 
B vitamins in relation to vision (review of the literature). 


B vitamins in relation to the visual process 


v. Euler and Adler (1934) suggested that riboflavin (R) has a | 
special function during twilight, changing short waves into light 
of a wave frequency for which the eye has maximum sensitivity, 
and Theorell (1935) believed that R. may have something to do 
with vision in general, and in particular with colour vision. Later 
Adler and v. Euler (1938) again suggested that “* flavin . . . may 
take part in the visual process by means of its photochemical pro- 
perties Such as fluorescence and light sensitivity.’’ The former 
is according to Pirie (1943) unlikely in mammals, but important 
considerations in favour of riboflavin forming part of the 
chromophoric group of visual purple have been put forward 
by Morton (1944) who has advanced a hypothesis linking 
up the “‘ flavin’’ and ‘“‘carotenoid’’ functions, vitamin. A 
being concerned in. the formation of visual purple by 
performing the reduction of riboflavin, -itself undergoing 
oxidation to vitamin: A atdehyde. That flavin is in. some way 
concerned with the visual process seems suggested by Pock- 
Steen’s report (1939) who described twilight blindness, 1.e., 
reduced visual acuity in weak daylight (twilight) and. during in- 
adequate artificial illumination, in patients with leiodystonia and 
_ sprue, which was not influenced by vitamin A but was cured by 
treatment with riboflavin. That the latter is essential to normal 
vision is also suggested by the well known work of Sydenstricker 
et al. (1940) who, being primarily interested in the corneal changes, 
observed disturbances of vision out of proportion to visible 

changes in the cornea in a group of patients, the majority being 
pellagrins, exhibiting oral, lingual and ocular signs of aribo- 
flavinosis; with riboflavin visual acuity improved strikingly. 
While in these cases the influence of R..on the retinal or more 
central mechanisms of vision is admittedly compromised by pos- - 
sible corneal changes (Pirie, 1944), this factor seems less important 
in the cases reported by Fitzgerald Moore (1934, 1937, 1939, 1940) 
who described a pellagrinous syndrome in West Africa (Nigeria) 
associated with amblyopia due to retrobulbar neuritis; the patients 
recovered and visual acuity improved by treatment with yeast, 
fresh and autoclaved yeast.extract (‘“ Marmite ’’) and with ribo- 
flavin (1940). Although the involvement’of a toxic factor, in the 
form of cyanogenic food, in these cases is still under discussion 
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(see Bicknell and Prescott, 1948), the conditioning effect of mal- 

nutrition (in B vitamins) in producing this form of amblyopia 
seems. beyond doubt. Similar observations have also been 
‘ reported by Verma (1942) and. recently by. Wilkinson and 
King (1944) from Hong-Kong who. claimed curative effects 
on visual acuity with yeast, nicotine acid and R. Mention 
may be made here also of the study by Simonson et al. 
(1942) who found that addition of a mixture of B vitamins (daily 
6 mg. B,, 80 mg. nicotinamide, 0-24 to 0:32 mg. pyridoxin, 8 mg. 
riboflavin, and 80 to 120 J.-L. units of filtrate factor) to a normal 
, diet-of a group of healthy subjects produced an igerease in the 
fusion frequency of flicker, the improvement beginning after three. 
weeks treatment and reaching an optimum after 8 weeks. The 
relevancy of these observations lies in the possibility of a. ‘* ner- 
vous mechanism ’’ participating in the visual process at low 
illumination (Lythgoe, 1940). 

Concerning the effect of riboflavin on visual adaptation at low 
illumination (DA) only one paper, the preliminary report by 
Kimble and Gordon (1939) could be found. They reported that. 
several subjects with both impaired DA as measured by the bio- _ 
photometer and’ reduced blood vitamin A levels were restored to 
normal when R. was administered after vitamin A was found 
ineffective. These observations were taken as suggesting that 
riboflavin plays a part in the utilization of vitamin A (see Jeghers, 
1942), but as yet no data seem to have been published by these 
or other workers substantiating this claim. We have. observed 
(Pollak, 1948) significant improvement in DA in patients suffer- 
ing from peptic ulcer during treatment with crude liver extract 
(Campolon) and brewer’s yeast, the impairment in DA being 
attributed in the maif to hepatic dysfunction, the working 
hypothesis being that a therapy believed. to be favourable | to 
hepatic metabolism might improve DA. — 

Summary 

In a male patient admitted. with a complete 
syndrome the angular stomatitis and dysphagia cleared up rapidly 
by treatment with riboflavin. . Half a year later, when the patient’s 


blood picture was normal, a marked impairment in dark adapta- 


tion was found. The course of dark adaptation was followed up 
by serial tests with the Crookes’s instrument over a period of 8 
months. When the patient’s performance had remained Stationary 
for 2. months without treatment, a slight but significant improve- 
ment was recorded during treatment with riboflavin. After his 
_dark adaptation had been allowed to fall back to the original level, 
the patiént was treated with approximately. 20 grams of brewer’s 
yeast (Aluzyme) daily for 4 months; during this period his dark 
adaptation gradually returned to normal as shown by repeated 
tests. 
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A review is given of clinical evidence suggesting the association 
of a-deficiency in riboflavin.and allied factors of the vitamin B 
complex with the “ iron deficiency syndrome,’’ ’and the involve- 


“ment of a ‘‘ deficiency factor ’’ in atrophic gastritis which is con- . 


‘sidered an aetiological factor in the present case. 

This receives some support from the Present study atiach 
as the impairment in dark adaptation in conjunction with the 
‘response to yeast may be taken as reflecting a disturbance in 
general metabolism which appears reversible by. distary factors 
of the vitamin B. complex. 

The obseryations recorded here and elsewhere suggest that 
dietary factors of the vitamin B complex may influence visual 
adaptation at low illumination under the experimental constions 


herein described: / 


I wish to express my’ to Mr. A. Rugg-Gunn fol his 
in the investigation and for reading the manuscript; to Messrs. 
Crookes’ Laboratories for the loan of the adaptometer and to 
Messrs. Phillips Yeast Ltd, for their supply of aluzyme. 
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SJOGREN’S SYNDROME, ESPECIALLY ITS 
NON-OCULAR FEATURES* 


BY 


F. PARKES WEBER 


LONDON 


CHRONIC inflammatory changes in the parotid glands, usually 
without superadded abscess-formation but with recurrent exacer- 
bations, leading to permanent changes in the glands in question 
—enlargement, sclerosis, atrophy, in irregular combination— 
is sometimes associated with similar changes in the other salivary 
glands, and more or less dryness of the mouth, also with similar 
chronic inflammatory changes in the lacrimal glands—though 
usually, without obvious clinical enlargement—and with kerato- 
conjunctivitis sicca. Starting from the ocular side Henrik Sjogren 


_* Received for publication, March 6, 1945. A summary of the subject was com- 
municated by Dr. Parkes Weber ‘at the Annual Meeting of the Association of 
Physicians of Great Britain and Ireland, on April 13, 1945. 


| 
. 
: 
- 


of Jénképing (1933 and 1935), from eXhaustive study of his own 
cases and of earlier scattered literature, succeeded in. establishing 
the existence of a syndrome, which in its complete form includes 
keratd-conjunctivitis sicca, xerostomia, rhinitis sicca, pharyngitis 
sicca, and laryngitis sicca, but which is far more often incomplete. 
This syndrome for convenience I would (Weber and_ Schliiter, 
1937), following von Grosz (1936), term Sjégren’s syndrome. As 


_ Sjégren himself points out, there are, of course, earlier observa- 


tions. bearing on the subject. For instance, Duke-Elder (1930), 
writing on keratitis sicca (his second group) occurring spon- 
taneously in women after the climacteric, mentioned that in many 
of the cases a somewhat similar defect in secretion involved the 
salivary glands of the mouth. He said also that in some cases 
the sweat glands of the skin were likewise involved, but to this I 
will refer further on. The clinical onset of Sjégren’s syndrome 
is intermittent and mostly very insidious. 


Sjégren’s main conclusions (1933, 1935, 1938) were as 


follows :— 

Kerato-conjunctivitis sicca is a local symptom of a general syn- 
drome or disease, to which females are far more predisposed than 
males. In the complete syndrome the most important part is 
diminution or cessation of secretion from the lacrimal and salivary 
glands as also of the secretion from the glands of the upper air 
passages. The- diminution of secretion is caused by a~chronic 
inflammation of the glands in question, which leads to atrophy 
and sclerosis of the glandular parenchyma. The mucous mem- 


_ brane changes—for instance, chronic oedema and alteration or 


atrophy of the epithelium, as observed microscopically in cases 
of kerato-conjunctivitis sicca—are secondary to the dryness from 
diminution of glandular secretion. In-this connection it should 
be noted that Duke-Elder (1930) recorded a case of ‘‘ keratitis 
sicca ’’ resulting from congenital aplasia of the lacrimal glands. 


According to the group of glands affected we may get kerato- © 


conjunctivitis sicca, xerostomia, rhinitis sicca, pharyngitis sicca 
or laryngitis sicca. All these various groups of glands may be 
affected in the same individual, but usually the syndrome is in- 
complete and limited to one or more of the groups. 

Clinical accompaniments of the syndrome may include : accele- 
ration in the sedimentation-rate of the erythrocytes (as in other 
chronic infections); alterations in the blood-count (hypochromic 
anaemia), body temperature, and blood-sugar curve; arthritic 
symptoms chronic infections (especially rheumatoid arthritis) 
type; and perhaps the presence of focal infection somewhere. 

‘Sjogren thinks that, whether the primary cause of the syndrome 
be infective, toxic, allergic, or partly of endocrine nature, it is 


through the circulating blood that the change in the affected glands ~ 


is excited. The question of whether other glands may be also 


- 
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affected he leaves to future observation. By that, I take it, he 
refers mainly to the cutaneous (especially sweat) glands, but in 
certain cases (see below) it is possible that the acid-producing 
glands of the stomach may be involved. Test for pancreatic in- 
sufficiency would be’ also worth trying. In this regard some 
interesting data are given by M. and F. Cahane (1930) and in a 
paper by E. Flaum (1933). Experimental excision of the sub- 
maxillary glands in animals causes hyperglycaemia, whilst 
excision of the parotid glands causes hypoglycaemia and increase 
of hepatic glycogen. In rabbits ablation of all 4 salivary glands 
was followed in 2 or 3 days. by increasing ‘glycosuria. An insulin- 
like product has been extracted. from the Secretion of the sub- 
maxillary gland (Dodds and Dickens, Banting and Best). Injec- 
tion of pure parotid extract caused diminution: of blood-sugar. 
Flaum concludes that the parotid gland has an internal secretion 
which helps in regulating carbohydrate metabolism. 

From Sjogren’s histological investigations it appears that the 
chronic, inflammatory changes may commence insidiously and be 
already present ta some degree before the occurrence of any 
obvious clinical signs. Thus, the lacrimal glands may be micro- 
scopically affected before the occurrence of clinical kerato-— 
conjunctivitis, sicca, and doubtless, the parotid glands may show 
microscopic changes before the occurrence-of parotid swellings or 
xerostomia, as may also the glands of the mucous membrane of 
the nose, lips, pharynx and larynx. 

‘The lacrimal glands in Sjégren’s syndrome are, I gather, never 
clinically enlarged, and the recurrent swelling of salivary glands _ 
seems to be due,to temporary obstructions from ents aunts 
swelling in the ducts. ; 

Sjégren (1933 and 1943) stresses that, just as the dry mouth is 
associated with diminution in the salivary secretion, the kerato- 
_ conjunctivitis sicca is associated with diminution in the lacrimal 
secretion. He concludes: ‘‘ The morbid changes of the eye 
appear in consequence to find their simplest explanation in the 
fact that, owing to intense diminution or complete abolition .of the 
lacrimal secretion, the conjunctiva itself is obliged to provide for 
the entire secretion of fluid. As the result of this a chronic - 
oedema arises, which gradually leads to degeneration and atrophy 
of the epithelium.” Surely this suggests an analogous explana- 
tion for secondary changes in the oral mucosa when they arise in 
cases of chronic xerostomia of any nature. 

He suggests that cases of elderly women with dry mouth 

““aptyalism ’’ or xerostomia, first described by Hutchinson (1888) 
and Hadden (1888), may be of the same nature as what we here 
term Sjégren’s syndrome.” 

According to E. and T, Dalsgaard-Nielsen (1937) kerato- 
conjunctivitis sicca is almost limited to women over the age of — 
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60 years. It is bilateral and characterised by hhyperaemia of the _ 
conjunctivae, reduced tear secretion, thickening of the corneal — 
epithelium, a sense of itching or burning, photophobia, reduced — 
acuity of vision, dryness of the mouth, and hoarseness. In five. 
of their seven cases there was a history of ‘* rheumatism ” of joints 
or muscles. In one of the two cases in which the temperature was 
investigated there was slight fever. In all cases onset was in- 
sidious and the course chronic and progressive. The authors 
regard the disease as due to a chronic infection of the vegetative 
nervous system, probably honnected : in some way with the sex 
function in women. ¢ 

. | will here shortly describe some cases which bear on the symp- 
tomatology of (complete and incomplete) examples of Sjogren's 
syndrome, and then I will discuss certain points in differential 
‘diagnosis. 

Cases 

Recurrent parotid swelling with moderate xerostomia and gastric 
achlorhydria. —The case, for which I am indebted to Dr. A. 
Schliiter, is that of a woman, aged 69 years, whom I first saw in 
May, 1936 (Weber and Schliiter, 1937). On that occasion both 
parotid glands were moderately enlarged and hard, the right some- 
what larger than the Jeft. There was definite xerostomia, the 
saliva tending to be somewhat stringy. The attacks of parotid 
swelling had commenced three years ago and in the first year of 
the illness involved the right side only. At first there had been 
only one or two attacks in the year, but in 1936 they became more 
frequent. They involved one or both sides, and lasted about a 
“week. They were apparently not accompanied by fever or leuco- 
cytosis. 

In May, 1936, the blood-count gave: haemoglobin 84 per cent. ; 
erythrocytes 4 ,240, 000; leucocytes 8,200 (eosinophils 5 per cent. ; 
polymorphonuclear neutrophils 57 per cent.; lymphocytes 26 per 
cent:; plasma-cells 1 per cent. ; monocytes 12 per cent.); slight 
anisocytosis. Fractional examination of gastric contents showed 
absence of free hydrochloric acid excepting after a subcutaneous 
injection of histamine. The blood sedimentation-rate was very 
slightly accelerated. Urine: nothing special, excepting slight 
- excess of urobilinogen. The blood serum gave negative Wasser- 
mann and Meinicke reactions. Brachial blood-pressure: 155/85 
mm. Hg. No kerato-conjunctivitis sicca or enlargement of 
lacrimal glands. No calculus seen by X-ray examination of the 
salivary glands. The patient had been edentulous since about 
1918. Nothing special in the family history, excepting that the 
_ patient’s mother suffered from asthma. When the parotid. swell- 
ings first occurred in this case, mumps‘was thought of (as it was” 
_in many other cases). 
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Since May, 1936, the patient has had further attacks. “In 
January, 1937, fractional: examination of the’ gastric. contents 
showed absence of free hydrochloric acid even after subcutaneous —— 
injection of histamine (the reaction for pepsin was slightly positive © 
oar the histamine). The patient has been lost sight of. 

’ Recurrent parotid swelling with xerostomia, dryness of conjunc- 
‘tas: achlorhydria, hypochromic anaemia, low blood-pressure, 
hypoglycaemia and Raynaud’s - phenomena. —For this case | 
am indebted to Dr. L: M. Rice. The patient, a thin woman, aged 
40 years, unmarried (a brave individual who acted as a chauffeur 
formerly and does not worry more than necessarily about herself), 
was admitted to hospital for observation in July, 19386, when there 
was moderate parotid swelling on both sides (Weber and Schliiter, 
1937). The history was that she had been subject to recurrent _ 
parotid swellings during the last 12 years, each attack lasting — 
about 3 weeks. Almost always only one parotid has been affected 
at a time. During an attack the parotid region is painful and 
- tender to pressure and at the hdight of the attack becomes red as if 
‘about to suppurate but an abscess has never occurred. 

Dr. C. Markus kindly examined the eyes and found a condition 

of “‘ keratitis filiformis,”’ that is to say, what Sjogren terms 
‘‘ kerato-conjunctivitis sicca’’; the fundi, tension and sensation 
were normal ; the visual disturbance complained of was due solely 
to the corneal epithelial changes. The eye trouble rapidly ‘im- 
proved with a boric ointment. prescribed by Dr. Markus (acid. 
boric., 0-2; paraff. lig., 30; Vasel. ad 100). According to the 
patient this eye trouble is intermittent, occurring in attacks to which: 
she has been subject for the last 4 or 5 years, a single attack last- 
ing from one half to fourteen days, both eyes being usually affected 
at the same time, the right always worse than the left. The 
attacks are accompanied by dullness of vision (as explained by Dr. 
Markus), and usually (mostly in the right eye only) by a SEHiRHON 
of pricking, as if there were gritty particles in the eye. 

The patient has been subject to Raynaud-like blueness of th 
hands and feet, which first occurred in a mild form after scarlatina 
_at the age of 14 years. The blueness disappears when the agit 
is kept warm in 

For some years she has had a tendency to cough, Gouin 
owing to dryness of the mouth and pharynx. Tonsils removed 
as a child and again 8 years ago, All the teeth removed about 
8 years ago. Appendix removed 14 years ago. Had pneumonia 
about_l4 years ago. Superficial thrombophlebitis in the right leg 
about 4 years ago. Something like erythema nodosum in the left 
leg about 2 years ago. , ° 

The patient has moderate telangiectasia of the Osler type on the 
mucous surface of the lips and on the tips of the fingers. This 
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has been euerai during the last 3 to 5 years: One of the 
telangiectases on the lower ‘lip occasionally bleeds. She*has never 
had epistaxis. There is no family - history of telangiectasi2. 
' Other findings in the patient :— 

Blood-count (July 4, 1936) : haemoglobin. 64, per cent. ; erythro- 
cytes 3,880,000 ; colour index 0-82; leucocytes 5,700 (eosinophils, 
3 per cent. ; polymorphonuclear neutrophils 56 per cent. ; lympho- 
- cytes 24 per cent.; plasma-cells 4 per cent. ; monocytes 13 per 
cent.) ; thrombocytes 140-000. | Fractional examination of the 
gastric contents (July 6) showed complete absence’ of free hydro- 
chloric acid, even after subcutaneous injection of histamin ; pepsin. 
present only after histamin.. Blood sedimentation-rate, greatly. 
accelerated whenever taken ; on January 23, 1937, it was 18 minutes 
(normal is over an hour by the method employed). The brachial 
blood-pressure is always very low; on January 23 it was 78/45 
mm. Hg. A radiogram of the suprarenal region shows no cal- 
careous shadows. There is. no special cutaneous pigmentation. 
The blood-sugar is very low, but! the fasting blood-sugar and — 
_ blood-sugar curve could not be taken in the proper way. The, 
urine, of low specific gravity, contains no abnormal constituents. 
The blood-serum gives negative Wassermann and Meinicke 
reactions. Blood-serum calcium (July 8, 1936): 8 mg. per cent. 
A radiogram of the skull shows a normal-looking pituitary fossa 
and a very thick calvarium, No abnormal shadowing in radio- 
gram of the parotid glands. A radiogram of the thorax shows 
some excess of hilus shadowing on both sides. Menstruation has 
always been irregular ; there has never been a prolonged period of 
amenorrhoea. I lost sight of the patient some years ago. 

Chronic enlargement of parotid glands with recurrent exacerba- 
tions and moderate xerostomia.—This case was demonstrated 
by me at the Clinical Section of the Royal Society of Medicine on 
- February 10, 1983 (Weber, 1933). The patient is a young mar- 
ried woman, aged 25 years. Married three and a half years. Has 
one child, aged 23 years. Complains of intermittent swelling of 
the left parotid gland during the last ten years, and also of the 
right parotid gland during the last year. For the last three or four 
months the swelling has not completely disappeared on either side 
between the attacks. At present both parotid glands are definitely 
enlarged, chiefly the left one. There is often a little dull pain 
(not increased by pressure) over the parotid glands, especially on 
the left side. There has been moderate xerostomia during the 
last three or four months. The patient has noticed some viscid, 
" tasteless material in the mouth at times, apparently secretion com- 
ing from the orifice of Steno’s duct. Otherwise she seems to enjoy 
good health. Ordinary géneral examination, blood-count and 
urine show nothing special; menstruation regular. The blood- 
serum gives: negative Wassermann' and Meinicke reactions. No 
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obvieus enlargement of thé tonsils, lymph-glands, thyroid gland, 
spleen or liver. No kerato-conjunctivitis sicca or enlargement of 
‘the lacrimal glands. By radiographic examination of the parotid 
. region and of the thorax, Dr. E. J. H. ‘Roth finds calcification in 
the lymphatic glands draining the left parotid region, and there 
are discrete calcifications at the root of the right lung. | 
’ The exacerbations of the parotid swellings are not connect 

with meals; they seem sometimes to occur when she is not feeling 
well, especially in damp weather, but are not really seasonal and 
are not decidedly connected with the menstrual periods.. The 
duration of the attacks has varied between three days and two 
_ weeks, (The swellings, as stated above, no longer quite disappear 
between attacks.) The patient has no aftificial teeth and therefore 
the condition cannot in this case be connected with a badly-fitting 
_ (hard rubber) upper’ plate, and there is no pyorrhoea alveolaris. 

I lost sight of the’patient in 1933, but I mention the case, here 
as typical of possible examples of ‘‘ incomplete’? Sjégren’s 
_ Sjégren’s syndrome associated with pigmentation and sclero- 

dermia of the legs, in a woman aged 43 years (Sheldon, 
_1938).—The illness commencing after the birth of her youngest. 
child (8 years ago), has been slowly progressive. Dryness of the 
mouth (xerostomia), pharynx, larynx, nose (atrophic rhinitis with 
crusting and ozaena), and conjunctivae; chronic fibrotic thicken- 
ing (biopsy finding) of the submaxillary and parotid salivary 
glands (lacrimal glands not palpable); delusional mental changes; 
“occasional epileptic fits; telangiectatic, pigmentary and sclero- 
derma-like changes in the legs; no gastric achlorydria found. — 

Dr. William Gilfillan (1939), of Adelaide, Australia, kindly. 
wrote to me about a woman under his observation with Sjégren’s 
syndrome and pigmentary changes in the legs similar to Sheldon’s 
case. Under treatment with’ 1600 units of Vitamin A daily for 
3 months, there was some improvement, in so far that the tongue, 
which had been red, glazed, fissured and very sore, became. of - 
. normal colour, moist, with all the fissures healed. She could eat 
many things which for the last 15 years had been impossible. 
The salivary secretion, however, was not restored. 

Sjégren’s syndrome with widespread features including dryness 
and atrophic change in the vagina and almost complete alopecia. 
—In 1942, my colleague, Dr, H. K. Lauber, kindly showed 
me a woman, aged 48 years, with features of Sjégren’s 
syndrome of 8 years duration. She had been seen by other doc-.. 
tors, and Dr. Herbert Levy, in particular, gave Dr. Lauber 
valuable information. In addition to the eye signs she had dry- 
ness of the mouth and to some extent of the nasal mucosa, and 
slight dysphagia, probably of the nature of a Plummer-Vinson 
syndrome and connected with pharyngeal (and oesophageal ?) | 
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dryness. There had also been considerable dryness of the skin. 
A striking feature was dryness with an’ atrophic change in the - 
vagina. The parotid and submaxillary salivary glands and the’ 
lacrimal glands could-not be palpated. During the last 4 years 
she had developed almost complete alopecia and had to wear a 
‘wig. No treatment had been successful. In regard to Plummer- 
Vinson syndtome in patients. with Sjégren’s syndrome’ see 
Franceschetti’s paper (1942). 

Sjégren’s syndrome in which definite ocular changes were pre- 
ceded by the. salivary gland symptoms.—In March, 1944, 
with Dr. Kenneth Harris and Dr. B, Rogal; saw a lady, aged 
36 years, who had suffered from occasional swelling of| the parotid 
and submaxillary salivary glands accompanied by dryness of the 
mouth and by a feeling of irritation in the eyes, She also com- 
plained of frequent dryness of the skin. I thought that the case 
might be one of commencing Sjogren’s’ syndrome and later on — 

Mr. R. Lindsay Rea informed me that in October, 1944, he found 
keratitis in her left eye with reduced vision. This case is of 
interest because obvious ocular changes were preceded by the _ 
salivary gland symptoms. _ ? 

Sjégren’s syndrome: Possible association with Plummer-Vinson 
dysphagia and riboflavin avitaminosis.—Franceschetti (1942) 
found normal vitamin A’ values in patients with Sjogren’s syn- 

drome. In view of the frequency of joint symptoms and increased _ 

_ blood sedimentation-rate he did not think that-an infectious factor-— 

could be excluded in the aetiology. He suggests that if the 
Piummer-Vinson dysphagia may be due to riboflavin deficiency, 
this deficiency may likewise be thought of as a possible cause of 

_Sjégren’s syndrome. It is interesting that he detected a 
porphyrinuria in two patients with Sjogren’s syndrome... Owing 
to the observations of Franceschetti and others the benefit hoped 
for from vitamin A in Sjégren’s syndrome (Stahel, 1938) cannot 
be regarded as realised. As previously mentioned, it seems to me 
that dysphagia of the Plummer-Vinson type may be directly due 
to local mucosal changes in Sjégren’s syndrome. 

Through Dr. Lauber I have heard of a-case of dry mouth 
(? probably of the nature of Sjégren’s syndrome) associated with 
Adie’s syndrome ’’ (including non-tabetic and non-syphilitic 
absence of tendon reflexes), but I do not know the reference. 

In the remarkable case of a woman, aged 26 years, in the-dis- 
cussion on which I took part (Lawrence, 1940), a chronic sym- 
metrical atrophic sclerosis of the parotid salivary glands (perhaps 
of the nature of Sjogren’s syndrome) was associated with so-called ~ 
lypodystrophia progressiva superior and. diabetic xanthoma. 
But the microscopical biopsy on one of the parotid glands showed 
the presence of true lymphatic follicles, as in- ‘‘ lymphadenoid ”’ 
goitre, suggesting that the parotid condition was of the nature of 


an atrophic Mikulicz’’s disease. 
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Differential diagnosis 


-. Apart from special ophthalmological features the following 
points have to be considered. 
(1) Xerosis and ocular symptomis due to deficiency of vitamin 
A hardly enter into the question of diagnosis in England and 
treatment by vitamin A does not cure the cases under consideration 
(see above), even if it occasionally causes amelioration of some 
symptoms. 
(2) “There exist cases of xerostomia of moderate degree of ner- 
vous origin, which are not extremely rare and are not likely to be 
confused with the cases under consideration, though they too, | 
think, occur especially in women. There is also a kind of 
xerostomia of elderly persons (also mostly women), which may be — 
partly due to senile atrophic changes in the salivary glands. There 
is also xerostomia due to chronic intake of toxic substances (see 
further on). 
(3). Mumps should be mentioned here merely because. most 
‘patients with recurrent parotid swelling have at first been suspected 
of having mumps. Rommel, however (quoted by Steinitz, 1929), 
‘mentioned a boy, aged 11 years, who had suffered five times from 
true epidemic parotitis. 

-(4) Cases of recurring swelling of a salivary gland with 
meals, due to obstruction in the duct, by a small calculus or foreign 
body do not need discussion here. ; 

(5) I now come to a large chronic inflammatory: group, the 
individual examples of which are obviously not all of the same 
nature, though for convenience I group them together here. The 
records, though scattered, are far too numerous to be mentioned 
here. A good deal of the literature is referred to by the authors 
I shall quote. Some of the cases described by these authors 
might possibly be regarded, it must be admitted, as incomplete 
examples of Sjégren’s syndrome (compare some of Pyrah’s 
cases, 1933). 

Cases of obstruction of the ducts by plugs of, the type of 


~ Kussmaul’s “ sialodochitis fibrinosa ”” (1879), which in some cases 


affects both parotids, are relieved by the extrusion of the plug; 
this is followed by a flow of saliva and subsidence of the glandular 
swelling. The bilateral examples remind one of the rare cases of 
fibrinous bronchitis, possibly allergic in origin. Pearson (1936) 
reported two cases of recurrent swelling of the parotid glands due. 
to obstruction of the ducts by plugs of mucus. In certain cases 
badly fitting dentures of hard rubber seem to have been a cause. 
- It should be noted that in the series of cases of chronic recurrent 
inflammatory parotid swelling recorded by Payne (1933) no strik- 
ing degree of xerostomia nor any kerato-conjunctivitis sicca was 
observed, but 16 out of the 19 patients were women, reminding 
one of the proportion in Sjégren’s syndrome. However, in 
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Pearson’s somewhat similar cases in children (1935) the female sex 
was not: affected more than the male. Pearson suggested that 
duct obstruction played a certain part, but that the infection in 
Some cases might be superimposed on an allergic basis. _ Brown 
and Nevius (1936) described the case of a boy, aged 5 years, in 
whom the attacks ceased after removal of the tonsils and adenoids. 
Steinitz (1929) gives references to various cases of recurrent parotid 


Burton-Fanning (1925) recorded bilateral recurrent. parotid 


_ swelling in children, not due to mumps. 


swelling in a man, aged 62 years, apparently of allergic origin. 


Sir H. D.° Rolleston suggested the term ‘‘ asthma of Steno’s 
duct ’’ to’ describe the condition, In passing I would note that 
in idiosyncratic individuals bilateral swelling of parotid or sub- 


maxillary glands is an occasional manifestation of iodism (Weber, 


1923). This may be connected with the excretion of iodide by 
these glands. (Lead also rarely causes parotid swelling.) The case 


’ of Londe and Pelz (1933) was.a chronic one in a child with recur- 
rent subacute exacerbations, benefited by intramuscular milk- - 


injections. Meyer’s patient (1934) with recurrent enlargement of 


salivary glands was a boy, aged 6 years, whose mother had been, 


subject to similar attacks for the past twenty years, and whose 
maternal grandmother had suffered in the same way. The boy’s 
attacks ceased when certain (presumably) offending foods were 
removed from the diet. In regard to this familial predisposition 
a case described by Remouchamps (1906) may be recalled. It was 
that of a man, aged 80 years, who had had bilateral chronic inflam- 
matory ‘swelling of both parotids from the age of 6 years, 
whose father was said to have suffered in the same way. 

~ (6) It seems probable (as mentioned above) that in some of the 
Sjégren cases obstruction of ducts may play a causal part in the 
recurrent swellings of salivary glands, though not the primary 
cause of the syndrome. It seems also quite possible that there 
are cases in which the typical chronic inflammatory changes in 
the salivary glands lead to.enlargement, sclerosis and atrophy 
without recurrent swellings. Such cases might clinically be con- 
fused with ‘‘ incomplete ’’ Mikulicz’s syndrome, using the term 
to designate bilateral chronic’.progressive non-febrile and.painless 
enlargements of salivary glands,.especially the parotids, whether 
due to aleukaemic or leukaemic lymphadenosis or even myelosis, 
Hodgkin’s disease, tertiary syphilis, tuberculosis, or (most impor- 


“tant of all) lymphoid hyperplasia, the latter including the ‘‘ true ”” 


cases of Mikulicz’s disease. I admit of course that this inclusive 
use of the term Mikulicz’s syndrome is not that of the writings of 
Mikulicz himself. According to Smith and Bump. (1928) 
Mikulicz’s disease proper is a lymphoid hyperplasia of the lacrimal 
and salivary glands with secondary destruction of the glandular 
parenchyma. . They write that it is probable that the lymphoid 
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tissue, for the most part solitary nodes in and about the walls of 
the ducts, undergoes,‘ or is subject to, diseases quite like those of 
lymphoid tissue elsewltere in the body. This makes me think of 
the striking lymphatic follicles in some cases of appendicitis. ‘It 
seems to me that the lymphoid hyperplasia in Mikulicz’s disease 
(according to the above definition) is probably analogous to the — 
lymphoid hyperplasia (with true germinal centres of Flemming) 
in the thyroid gland seen in cases of lymphadenoid goitre. I am 
convinced that in cases of lymphoid hyperplasia of the parotid 
glands (incomplete Mikulicz’s disease) there may sometimes be 
cystic swelling owing to duct-obstruction. 
_ In the case of a woman, aged 61 years, shown by Critchley and _ 
‘Meadows. (1932), with xerostomia and dryness of the eyes, a 
‘“ biopsy ’’ examination showed small round cell infiltration of a 
parotid gland, but there was no history of obvious swelling of 
any of the salivary glands and the total leucocyte count was 3000 
per c.mm. of blood, of which 82 per cent. were lymphocytes. At 
first sight one might have thought of the possibility of an 
aleukaemic lymphadenosis; there was certainly -hypogranulo- 
cytosis. But I suspect that the case was really one of Sjégren’s 
syndrome. 
(7) Finally, Heerfordt’s uveo-parotid syndrome—more likely 
a’ form of sarcoidosis than ‘‘ uveo-parotid tuberculosis ”’ 
_—has to be considered, for, surely, if a patient with Sjégren’s 
syndrome were likewise for any reason to develop an attack of 
jrido-cyclitis the case would probably be labelled Heerfordt’s 
syndrome. To illustrate this difficulty I shall quote from Garland 
and Thompson’s (1983) classical paper on ‘‘ Uveo-Parotid Tuber- 
culosis.’’ On p. 164 these*authors describe the following case as 
a not typical example of Heerfordt’s syndrome, hut, having seen 
the patient myself and knowing more about the further history, 
_I now regard it as an example of Sjégren’s syndrome in which 
secondary suppuration in salivary glands ultimately occurred 
‘** A woman, aged 55 years, wag seen by Dr. Batty Shaw in 
January, 1928, when she complained of cough and loss of weight. 
Twenty years before she had complained of eye trouble, which 
had been diagnosed as irido-cyclitis, and which had relapsed in 
1926, when a diagnosis of irido-c¥clitis was again made by Dr. 
Griffith Thomas of Swansea. In addition to photophobia she now 
complained of dryness of the mouth, which has persisted. The 
recurrence of 1926 was also associated with painless swellings in _ 
front of both ears, but there: -was no pyrexia. At the time of 
examination in 1928 the only abnormality discovered was xero- 
stomia. In September, 1930, she was seen by ‘Dr. Macdonald 
Critchley ; there was no family history of tuberculosis ; on examina- 
tion the pupils were unequal and inactive, the left cornea’ was 
hazy, the iris muddy, and the pupil irregular, the disc not being 
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“eens The right optic disc was normal. There .was a flat 


swelling, painless, hard, and smooth, in front of the right ear; the 
left. parotid showed diffuse, brawny, hard swelling. The other 
salivary glands, the lacrimal glands, and the lymph nodes were 
normal (that is to say, by naked eye examination and palpation— 
F. P, W.). The tongue was red, shiny, and dry, and there was 


' marked xerostomia. Examination of the nervous system showed 


no abnormality (with the exception of bilateral, ptosis) ; blood-pres- 
sure. normal. X-ray examination of the chest showed no 
abnormality ; blood-Wassermann reaction negative; blood-count 
normal ; fractional test meal showed hypochlorhydria.”” 


I can confirm all this personally, for the patient in question was 


sent to me in 1930 by Dr. Peter Milligan, then at Swansea, and 1 
had the advantage of reports from Dr. Milligan and Dr, F. G. 
Thomas and Dr. H. R. Tighe, all of whom knew a great deal 
about her. I examined her thoroughly, partly at the German 
Hospital, and would only add that there was slight anaemia (with 
slight eosinophilia) then : Haemoglobin 61 per cent. ; erythrocytes 
3,120,000; leucocytes 4,000 (eosinophils 6 per cent. ; polymorpho- 
nuclear neutrophils 72 per cent.; lymphocytes 15 -per -cent.; 
monocytes 7 per cent.). I might also mention that an acute sup- 
purative parotitis on the left side had been incised and drained in 
August, 1930, and that later on the patient wrote to me that an 


abscess had been opened on_the right side of her face on October — 


17, 1930. Dr. F. G. Thomas kindly informed me that the patient 
died in January, 1933, from broncho-pneumonia after a severe 
attack of influenza. The diagnosis in this case was never really 


settled (Weber and Schliiter, 1937) but I now regard it as a 


genuine example of Sjogren’s syndrome, with secondary suppura- 
tion in salivary glands due to, counter-infection—in spite of the 


__ history of irido-cyclitis. ft 


Summary and conclusions 


In this paper I have endeavoured to show of what great value 
Sjégren’s ophthalmological writing is also for departments of 
medicine not specially connected with the eyes. I hope that in- 
creased knowledge of the syndrome and associated conditions will 
ultimately lead to the discovery of preventive measures against an 
insidious chronic and severe complaint which should be- better 
known in general medicine. I shall not refer here to local 
palliative treatment of the kerato-conjunctivitis sicca, the 
xerostomia, etc. 

.Sjégren’s syndrome forms one of a group of syndromes or 
diseases specially affecting the female sex, including exophthalmic 
goitre, lymphadenoid goitre, so-called lipodystrophia progressive 
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-achlorhydric anaemias, and perhaps ulcerative colitis. I need not 
allude to certain conditions connected with the pituitary gland, 
including Simmond’s pituitary cachexia—nor to what has been 
termed its ‘‘ functional counter-part,”’ anorexia nervosa.. Accord- 
ing to C. A. Joll (1932) there are nine women for one man suffer- 
ing from exophthalmic goitre in this country, though in 
Continental countries the proportion of men is higher; the greatest 
age incidence is in the third decade. Though lymphadenoid goitre 
is very little known on the Continent, Mr. Joll has met with quite 
a number of cases in this country. He finds that the sex prepon- 
derance is approximately six women to one man, and that the 
greatest age incidence is in the fifth and sixth decades. In regard 
to lymphadenoid goitre it is interesting that lymphoid replace- 
ment of glandular parenchyma is also a striking . histological 
feature in some cases of chronic enlargement of salivary glands 
—that is to say, in the so-called ‘ true’’ cases of Mikulicz’s 
disease (see above). 
the aetiology of Sjogren’s syndrome—one might term 
‘ Sjogren’s disease,’’ if we include the non-ocular features in. 
tie cases to which I have referred—has not been discovered, it 
appears not to be an avitaminosis, but to be of chronic inflam- 
matory nature (witness the accelerated blood-sedimentation and 
the occasional arthritic complications) and mainly to affect females, 
usually at or past. the climacteric period. Its manifold and 
generalised manifestations—especially in regard to the saliva, tear 
and sweat producing glands and the glands of the gastro-intestinal 
canal—can, I think, only be explained by some derangement of the 
vegetative nervous system, sometimes perhaps connected with. 
structural or functional changes in the female sexual system. 
There may be a neuropathic predisposition. y 
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: THE TREATMENT OF SEPTIC§ULCER OF THE 
CORNEA BY LOCAL APPLICATIONS 
OF PENICILLIN* 


BY 


FRANK JULER and M. Y. YounG, c, I, E. 


FROM THE PENICILLIN ‘UNIT, ST. MARY’ Ss HOSPITAL, PADDINGTON 


‘Reports from various sources have shown that the therapeutic 
results of penicillin applications to the eye are beneficial and 
occasionally dramatic. 3 
Examples are to be found in the papers on eginerhal ophthalmias 
(Milner, Cashell, Crawford and King), ophthalmia neonatorum 
(Sorsby and Hoffa) and in deep infections (Rycroft). 
Septic ulcer of the cornea with or without hypopyon is a matter 
of considerable clinical severity, and it is a fact well known to 
‘ophthalmologists of experience, that the prognosis with regard to 
the immediate cessation of the ulcerative: process is.a matter 
depending not only upon the virulence of the infecting organism, 
but also in a marked degree upon the general condition of the 
patient. The prognosis varies definitely with the age of the patient. 
In children ulcer with hypopyon responds well to ordinary routine 
treatment, but in old broken-down persons the prognosis may be 
bad indeed. 


 * Received for publication , May 11, 1945. 
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The recognised treatments of septic ulcer are numerous and 
varied, and it has been’a souree of interest through a number of 
years to one of us (F.A.J.) to see the enthusiasm accorded to new 
forms of treatment, relegated i in due course to the long list of ‘‘ also 
ran.’ 

_ A recent vaunted local treatment, sodium sulphacetamide, does — 
not appear to have convinced surgeons, in, Southern England at 


any rate, of its outstanding value. It was therefore with hope that _ . 


clinical treatment with penicillin was started and this report is con- 
_ Sidered by the authors to show that we have in this new remedy a 
powerful agent for good in this devastating disease. 

No attempt has been made in this series to evaluate the effect of 
intramuscular penicillin; the product has been used by local 
methods only., 

The number of ulcers treated to date is 23, two of which (No. 7) 
occurred in the same eye with an interval of one month between 
the attacks. 

We have ventured to assess the results as excellent in 4 cases, 

good in five cases, poor in two cases and bad in two cases. 

' The ages of those affected can be grouped as follows :— 

Seven over 60 years old; of these, four did excellently and three — 
did well. 
Six between 50 and 60. years; one of these did badly (No. ‘dy, 
three did excellently, and two did poorly (Nos. 14 and 19). ; 

Seven were between 40 and 49 years; two did well, and five ~ 

excellently. 

One was aged 35 B aise and did not react to penicillin (No. 4, 
Bac. Pyocyaneus). 

One was only. 14 years of age, and reacted excellently. 

Method of use.—The routine treatment has been to instil two 
drops of the solution on to the lower conjunctiva or if possible on. 
to the cornea itself. After some seconds the instillation is repeated. 

This programme is carried out hourly by day, and two hourly 
by night until the condition is obviously under control, when 
longer intervals are permitted. : 

In addition, atropine sulphate is used ‘three or four times daily, 
and a flap cover over the eye is attached to the forehead. 

The solution used is. of sodium penicillate in strength 500 units © 
to the c,c. : the drops are well tolerated by the tissues. 
"In a number of cases, with or without the previous application 
of: decicain, a few crystals of the salt have been applied to the sur- 
' face of the corneal ulcer itself, the eyelids being held apart by the | 
fingers for approximately a minute after the positioning of the 
crystals. It was soon found that this application caused no undue 
reaction tothe tissues of the cornea and conjunctiva, and that it 
could be repeated at discretion with impunity. It some cases the 
subsequent pain was severe, necessitating spectre ora aciavasatecesd 
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injection of 4 per cent. procain, At is suggested that impisity: in 
the drug is the cause of this pain. 

Recently, it has been the practice to curette beneath the over- 
hanging edge the underlying infiltrated tissue with a small sharp 
curette or spud, so that the subsequent trituration of the crystalline 
salt should enable the latter to attack the infection more vigorously. 
It is hoped that the severer types of case will respond more readily 
with this method. 

With increasing experience, this method of attack, the rubbing 
of the strong salt well into the severely infiltrated part of the cornea, 
is being made use of more frequently. It would seem only reason- 
able to expect that such a method would give the best chance for 
the drug to attack or stultify the infection, for the flow of lymph 
is from the periphery of the cornea, and toward the surface, whilst 
the increase of tissue tension, even without increased intra-ocular 
tension, must interfere with the diffusion of the — into the infected 
deeper tissues. 

This method has also been found of service in disciform keratitis, 
the surface being scratched or abraded with a Graefe knife, and the 
crystals rubbed in. 

A similar procedure in late infections occurring through trephine 
blebs has been hopeful in its results. It would seem that a crystal 
. allowed to dissolve on the surface of a trephine bleb exercises a 
beneficial effect on an infection which has already reached the 
aqueous and even the vitreous. 

Bacteriology.—The bacteriology should be investigated both by 
smear and by culture, from the ulcer itself and from the lower con- 
junctival fornix. It is important that the investigations should be 
made but penicillin treatment should not be delayed until the cul- 
tures are developed. In these urgent cases penicillin treatment 
should be commenced immediately and if next day the cultures 
show only insensitive organisms it can be discontinued. Insen- 
sitive organisms are rare in the conjunctiva: the Bac. pyocyaneus 
was the only one met with in the present series, and that only in 

‘one case. The others encountered were all sensitive ; the list was 
as follows:— / 


Pneumococcus in 5 cases. 
Staphylococcus aureus in 7 cases. 
-Streptococcus-in 5 cases. 
Morax-Axenfeld diplobacillus in 3 cases. 
-_.Pneumobacillus in 2 cases. 

Bac. Pyocyaneus i in 1 case. 

An incident of interest was the frequent negative report of smear 
and/or culture. The use of fluorescein is sometimes responsible for 
-this, whilst previous treatment may at times clear the surface or 
the may have a surface effect. 
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TREATMENT OF SEPTIC ULCER OF THE CORNEA BY 
LOCAL APPLICATIONS OF PENICILLIN 


Clinical course.—In a few cases, especially of the less advanced 
types, the improvement has been dramatic, and in 12 to 14 hours 
it may be obvious. More frequently, however, especially in 
advanced cases in ill nourished persons, it-may be several days 
before amelioration is obvious. Cases with much conjunctival dis- 
charge usually get rid of the latter in 24 to 48 hours, 

Cases with secondary glaucoma.—lIt is in these cases that delay 
_in improvement is most marked, and it has been necessary to per- 
form Saemisch’s section on account of spread of ulceration in five 
eyes in addition to that with the non-sensitive (B. Pyocyaneus) 
infection. In two of these penicillin solution was run into the 
_ anterior chamber without any harm to the interior of the eye, but 
it is doubtful if such a procedure is worth while, for the eats: aa 
has been found sterile on each occasion. 

Following the operdtion, there has been “further ‘Spill of 
ulceration in two cases (case 1, in which the infection may well 
have been from a non-sensitive organism, and case 19). 

We have come to the conclusion that Saemisch section should 
not be delayed in cases in which improvement is not materialising 
and especially wheré the intra-ocular tension is raised. Rycroft 
endorses this view and points out the superiority of a Saemisch 
section over a simple paracentesis; we are in agreement with this, 
but are not so happy as he is when he states that there is no risk 
of the formation of broad anterior synechiae. We feel sure, how- 


ever, that the benefits are outstanding, and suggest that the 
incision inte the anterior chamber need not be a largeone, although 
the swollen: infiltrated cornea should be cut it through over a wide 
area, 


‘Addendum 


A note on the compatibility of penicillin with the drugs used in 
ophthalmology in solutions and ointments. 

Rycroft and Cameron have given interesting cultural results of 
various substances which might be thought to modify the action 
of penicillin and similar experiments have been carried out here, 
though not all of them with similar results. From the tests made 
we can state that solutions of the following chemicals in common 
use in, Ophthalmic therapy do not interfere with the potency of 
penicillin by tests in vttro: atropine sulphate, cocaine ,hydro- - 
chloride, homatropine hydrobromide, procaine and decicain. 
Fluorescein, however, in higher concentrations, inhibits penicillin 
to a small extent and might, perhaps, be avoided in immediate use 
with penicillin. 

Rycroft’s tests seem: to indicate that vaseline and adeps laese 
interfere with the action of penicillin. We have not found this. 
Penicillin mixed with both of these substances retained its activity 
for ten to twelve weeks in the refrigerator. At room temperature, 
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' Fre. 1.—~Above (1) vaseline and eer (200 units) freshly made. Below (2) 
penicillin control (5 units). 


Fic. 2.—Lanoline and penicillin (200 units), two months {in 
Penicillin control (5 units). 
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TREATMENT OF ULCER CORNEA BY 
Loca. APPLICATIONS OF 


Fic, 3. and penicillin (200 ential: months in refrigerator. 
Vaseline and penicillin (200 units), ‘two months at room temperature. 
Penicillin control (5 units), % 

however, the vaséline ointment was actiye for seven weeks but the . 
lanoline ointment was inactive. Experiments suggest that vaseline 
and lanoline vary in their action in accordance with their water 
content. With a completely anhydrous base, penicillin fails to 
diffuse in ‘vitro, but satisfactory results may be obtained by the 
addition of 10-20 per cent. water to the base. 

Lannette-wax cream has occasionally been. found irritating to 
very sensitive skins but penicillin-lanoline is totally non-irritating. 
The latter is too hard for ready use when removed from the 
refrigerator and is best prepared with arachis oil in the proportion 
of three parts adeps-lanae to one part arachis oil. 

The photographs show the area of inhibition of. staphylococcus 
on agar plates around cups in which penicillin preparations had 
been placed. The areas the cups: the zones 
inhibition, 
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322. ANNOTATION 
Summary _ 


of treatment of septic ulcer of the cornea beat 
applications of penicillin is reported in twenty-three cases. The 
crystalline salt can be applied to the ulcer itself without harm. 
- Saemisch section is advocated in serious cases. The results are 
considered favourable. ; 
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ANNOTATION 


Ophthalmological 


In the 20th chapter of St. Matthew’s gospel. will be found the 
well remembéred parable of the labourers in the vineyard. For 
ourselves we may acknowledge that we have always thought that 
‘those who were engaged first had cause for dissatisfaction when the 
last comers received the same wage. All the emphasis seems to be 
on the side of the master. ‘Friend, I do thee no wrong . . Is 
it not lawful for me to do what I will with my own?” We can 
understand the labourérs viewing the matter in a different light, 
and those who had toiled all day being indignant at the last comers 
being paid at the same rates. It.is not in-human nature to work 
for twelve hours for a penny or ‘any other wage when you can get 
as much for only one hour’s work. Probably the parable contains 


more than appears in this superficial view. What has this got to - 


do with ophthalmology? The parable came into our mind on 
reading letters on the subject of demobilisation from Army service. 
Those who have borne the burden and ‘heat of the day, many of 
whom have been overseas for more than three years, will have a 
legitimate cause for grumbling if they are not returned to civil life 
as soon as possible after peace has been declared in Europe. If it 
is not possible to grant speedy release from Army service might it 
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not be arranged for those with say 3 to 4 years service overseas to 
exchangé with an equal: number of the younger members of the 
E.M.S. who have seen no service abroad? We would not mean to © 
"imply that the E.M.S. ophthalmologists have been having an easy 
time. They most certainly have not; and all have been in a sense 
in the front line and on active service. But active service in Great 
‘Britain, however hard the work may have been and howeyer long 
_ ‘the hours, is not quite the same as service in India, Africa, or on 
- the continent—as in Italy: Looking to the future-it seems. to us 
that it is of the greatest importance for those who have been so 
long on foreign service to have no extra source of grievance when 
_ they return to civil life. The suggestion of an exchange seems to 
us a reasonable way of solving a possible source of trouble in after 
years. And we would respectfully ask the sides that be to consider 
the suggestion. <a 


THE FACULTY OF OPHTHALMOLOGISTS 


As.already announced to the medical press, the Council of British 
Ophthalmologists has sponsored the formation of a Faculty of 
Ophthalmologists which it is intended should be a body representa- 
tive of all British Ophthalmologists. The Council of the Faculty 
was elected by ballot and consists of regional and national represen- 
tatives.. The result of the election was as follows :— 
' Members Associates 

Region 1... 'GEORGE BLACK 

.. IDA MANN ‘Doris ROSE 
W. NICCOL \MOREEN WHELTON 
FRANK W. Law . ‘J. A. CHIVERS 
STEWART MACKY 
w. J. B. RIDDELL — 


National Representatives (Members) 
P. G. DoYNE F. A. JULER © 
R. C. DAVENPORT E. 
SIR STEWART DUKE-ELDER SIR JOHN PARSONS 
M. DUTHIE H.:M. TRAQUAIR 
C. B. GOULDEN |. F. A. WILLIAMSON-NOBLE 


At its first meeting the Council elected the following officers :— 
President: - SiR STEWART DUKE-ELDER 

Vice-President :* F.A.JULER . 

Hon. Treasurer: F. A. WILLIAMSON- 

Hon. Secretary: FRANK W. Law 


The criteria of membership and other details were novel 
temporary owing to the urgency of the political situation. These. 
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will wateicaill require modification ; with this in view a. meeting 
was arranged, under the Chairmanship of the President of the 
Royal College of Surgeons, between four representatives each of 
the Faculty, the Ophthalmic Group Committee of: the. British 
Medical Association, and the Association’ of British Ophthalmo- 


logists. This body met on May 8 and the results of its deliberations | 


will be published in due course. 

At its first meeting the Council elected Standing-Committees on 
Medico- polities, ‘Education and Research, and pesemmeryecgn and 
Emoluments. 

FRANK W. Law, 
Secretary, 
Faculty of Ophthalmologists, 


ABSTRACTS 


MISCELLANEOUS 


(1) Galton, E. M. G. (R.A.M:C.). —Treatment of perforating 

corneal ulcer. Lancet, 247, p. 242, 1944. 

(1) Galton describes his technique for treating perforating 
corneal ulcers in 15 Italian soldiers. The patients received pre- 
operative treatment for three or four days. This consisted of irrigating 
the conjunctival sac with either saline or hydrarg. perchloride lotion 
1:10,000 ; sulphanilamide 8, 6, 6, 6 grammes by mouth and sulpha- 
nilamide powder dusted into the lower fornix. The diet was 
augmented by cod-liver oil, ‘‘ marmite” and oranges. 

_ The site of the perforating corneal ulcer was covered by a “visor” 
conjunctival flap. When the ulcer was central flaps.were brought 
down from above and up from below and joined by mattress sutures. 
The author had no difficulty in separating iris which had been pro- 
lapsed for over seven days. He states that by bandaging both eyes 
the conjunctival flap remains longer in position and does not retract 


as early as it does when one eye only is covered. In the series both — 
eyes were bandaged for four days. In every case the corneal ulcer | 


healed and there were no septic complications. 
B. STALLARD. 


(2) Greeves, R. A. (London). Retell optic neuritis. A 
pathognomonic sign. Lancet, i; p. 715, 1944. - 
(2) Greeves comments that it is not commonly known that the 
tenderness elicited by pressure on the eyeball in cases of retrobulbar 
neuritis is limited to a spot in the corresponding 
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MISCELLANEOUS 


to o the site of the _ Superior rectus ‘aati: He. regards this as a 
: pathognomonic sign. The patient.may not be aware of the tender. 
spot until it is discovered by pressure. This sign is, more common 
in patients who feel pain on movement of the eye, but it may exist 
independently. The author has. noted it in several patients whose 
visual acuity was not reduced below 6/9. It is present in the easly 
stages of the disease but disappears.afterafewdays. 


* B. STALLARD.” 


(3) de H. on).—On the morbidity of trachoma. — 
Amer. Jl. Ophthal., p. 1279, November, 1944." 


(3) Virus inclusion bodies (Halberstaedter-Prowaczek Rérper 
chen) may be found in the cytoplasm of conjunctival epithelial cells 
in recent cases of diseases other than trachoma; these are inclusion 

. blennorrhoea, inclusion conjunctivitis and swimming-pool conjunc- 
junctivitis, all being manifestations: ‘of disease caused by the same 
virus, though entirely different in its effects from the virus of 
trachoma. Inclusion blennorrhoea of the new-born cannot be con- 
fused with trachoma because the latter never occurs in the new-born; 
inclusion conjunctivitis of the adult is a rare disease which begins 
acutely in one eye, though it may spread to the other; in swimming- 
pool conjunctivitis, there is a history of freedom from any eye 
complaint until after a recent use of swimming 

If virus inclusions.are found in the conjunctival epithelium of - 
a patient exhibiting the lesions of chronic conjunctivitis in a country 
where trachoma is endemic, the disease may be considered to be 

trachoma, even though the clinical ‘signs. are obscure. 

de Rotth states that a characteristic of every infectious disease is 
its morbidity, that is the sick rate or proportion of disease to health 
in a community in which every member has the opportunity to be- 
come infected. Quoting from Wilson’s clinical research published 
in the Report for 1929 of the Memorial Ophthalmic Laboratoty of 

Egypt, the author concludes that the morbidity . in Egypt is 100 pet 
cent., and from other sources that morbidity in Japan i is from 30 to 
60 sak cent., and i in eet 30 to 58 per cent. ; 


F. MACCALLAN. 


(4) Schorstein, J. —Compound fronto-orbital fractures. Brit. Jl. 
of Surg., Vol. XXXI, No. 123, January, 1944. 


(4) Schorstein discusses the value of radical operation in those | 


cases of frontal injuries which have open wounds and contain in 
their depths the broken fragments of the walls of paranasal sinuses 
and have dural téars. He. gives detailed reports of eight of 
these cases and early and extensive operations were. performed ‘in 
six of them. All had dural tears and four had severe laceration of 
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the brain; five had fractures into the frontal sinuses and in four the. 


fracture extended into the ethmoidal cells. Half the: number had 
‘fractures of the roof of the orbit. All these patients recovered 
-satisfactorily after operation. - 

- The author describes two types of fronto-orbital fracture in his 
cases; one in which the fragments of the roof of the orbit are 

multiple, irregular and wedged and the other in which the depressed 
fragment is large and has the shape of a segment of a circle. He 

points out that in six of his eight cases which had early and radical 
_ wound debridement the result was entirely satisfactory but in the 


other two cases which had received only superficial attention to 


their wounds the” eporety was slow and attended by intracranial 


infection. 
B. W. RYCROFT 


(5) Oidfeld, Michael C.—Some of reparative sur- 
gery in the Middle East. Brit. Jt. of Surg., Vol. XXXII, 
No. 126, October, 1944. 

(5) Oldfield gives a brief review of twelve hundred cases which 
were ated by a Maxillo- Facial unit in the Middle East Forces. 

In the section devoted to the orbit and lids he describes eleven 
cases of defects of the bony margins of the orbit.. For repair of 
these defects bone grafts from the iliac crests were employed. 

Thirty-five cases of deficiency of the eyelids were treated by razor 

grafts held in position by a Stent mould which was secured by silk 

sutures tied over it. In this connection the author stresses the 
essentials of wide over-correction, tarsorraphy and -grease massage. 

_ Eyebrow losses were répaired by Wolff grafts from~the post 

auricular region and eye socket defects were treated by epithelium 

inlays buried on Stent moulds, ; 
RYCROFT. 


(6) Hagley, H. Gordon arid’ C. —Fractures of 
the Zygomatic tripod. Brit. Jl. of Surg., Vol. XXXII, No. 126, 
October, 1944. 

(6) Fourteen cases are described and diplopia was a sequel in 
three. The authors stress the importance of backward as well as 
downward displacement of the orbital floor in the production of 
diplopia. 

Prompt surgical intervention is recommended ‘by reduction through 
the temporal route (Gillies 1927), or by exposure and reduction 
through the canine fossa (Leegaard 1939). The prognosis to 
diplopia after early successful reduction is good but otherwise bad 
since -late restoration of the orbital floor rarely overcomes this 


‘distressing symptom. 


B. W. RYCROFT. 
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BOOK NOTICES 


Ophthalmic Nursing. By MAURICE H. Veale: O.B.E., with 
introduction by SiR JOHN Parsons, C.B.E. D.Sc. F. R.S. 
Fourth edition, with 56 illustrations. - London: J. and A. Churchill, 
Ltd. 1945. Price 6s. 6d. 4 : 

The appearance of a fourth edition of this useful and well known 
little book, has afforded the author an opportunity of adding notes 
on the subjects of air-raid injuries, the removal of intra-ocular 

_ foreign. bodies, virus infections and the employment of sulphur 

compounds. Its general purpose remains as before, however :— 

to give an outline of the nursing methods used at the Moorfields 
Eye Hospital, which as Sir John Parsons says in his foreword, are 
the result of more than a century of experience and tradition. 

The first half of the book contains short descriptions of the 
anatomy and physiology of the eye, of its bacteriology and diseases, 
also of methods of examination and treatment and of therapeutics. 

In the second half there are short descriptions of the common 
operations and more detailed information on pre and post-operative 
treatment and nursing. The latter will be of value to the student 
of ophthalmology as. well as to the nurse, since they treat of 
matters not usually dealt with in his text books, and yet of extreme 
importance. The last chapter gives directions about eye nursing 
in schools and the management of refraction and treatment clinics, 
while an appendix reprints those useful leaflets which are familiar 
to all workers in the Out-patient Department at Moorfields. 

‘Ophthalmic Nursing ” has established itself as a-standard work 
on this subject, and we congratulate the Author on the publication 
of its fourth edition. ; 


The Principles: and Practice of Ophthalmic PS By 
EDMUND B. SPAETH, M.D. Third edition. Pp. 934 with 556 | 
engravings containing 798 figures and 6 colour plates. London : 
Henry Kimpton, 1945. " Price 50/- net. 

. The second edition of this great ‘work was reviewed in our 

columns in 1941. It has long been recognized as a sound and 
reliable work. The present edition has been thoroughly revised and 

brought up-to-date, especially having regard to war experiences. A 

discussion. on the physiology of squint has been added and the. 

section on ptosis largely re-written. It goes without saying that a 

book of this kind, which has reached its third edition, has not been 

found wanting in its presentation of the. subject matter. It is 
mainly a record of the author’s own methods of practice; but the 
subjects of corneal transplants and goniotomy are contributed by 

Castroviejo and Otto Barkan respectively. The descriptions and 

illustrations of the various. operations are excellent and the book is 

one that all engaged in ophthalmic surgery will find to be most 

valuable. We extend a cordial welcome to the third edition and . 

expect that the work will maintain its place in the front rank of 

books on ophthalmic operations for many. years to come. | 
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CORRESPONDENCE 


CORRESPONDENCE 


OPHTHALMOLOGICAL RE-ORGANISATION 


To the Editors of THE Buittsn JOURNAL OF 


Sirs,—No members of the ophthalmological community 
are more interested in the impending re- organisation of their 
speciality than are Service ophthalmologists abroad. 

The Army ophthalmologists consist of a considerable number of 
establislied specialists, junior specialists with special qualifications, 
and trainees who intend to become full time ophthalmologists after 
the war. 

‘Trayel : abroad. has widened their outlook and matured their 
judgement, and as many have visited foreign clinics they are in a 
strong position to assess the advantages and disadvantages of 
British ophthalmology as it is at present conducted. 

Their professional capital has become greater than that of their 
counterparts in civil life. The only eye diseases of civil life which 
are not treated to any great extent in the Army are cases of senile 
cataract and adult glaucoma. Otherwise, military ophthalmology 
on a battlefront abroad offers a far wider scope for ophthalmic 

; experience and improvement of operative skill-than can be obtained 
in civil practice at home. In addition, there is the close and 
valuable association gained by many military ophthalmologists with 
maxillo-facial and neuro- surgeons. 

For these reasons, the opinion and advice of these men will be of 
value in shaping future policy and representation. _ Moreover, they 

\ have earned the right to participate in such deliberations. 

It may seem more difficult than it actually is to obtain their views 
from abroad, All that is required is for the Organising Secretaries 

to write by Air Letter to the Advisers in Ophthalmology of the 

respective Forces abroad: The Adviser will do the rest ; he always 

\ knows the precise locations of his ophthalmologists and can readily 

pass on information. Surface mail and journals are not satisfactory 

- _ means of disseminating information ; still further delay is caused 
by changes of address inseparable from operational requirements. 

A great opportunity for re-organisation and unity in the ophthalmic 
profession presents itself—but all classes must be fairly represented 
if such re-organisation is to be universally pempected and fully 


effective. 


Yours faithfully, 


B, W. RycroFt, Lt.-Col., R.A.M.C. 
Adviser in Ophthalmology, A.F.H.Q. 
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CORRESPONDENCE 
PENICILLIN, IN DEEP INTRA-OCULAR INFECTION 


To the Bditors of THE BRITISH J OURNAL OF OnetesceiLoee. 


Dear S1rs,—As a field. ophthalmologist, I would very much like. 
to congratulate Lt.-Col. B. W. Rycroft on his brilliant article, — 
in your 


? 


‘Penicillin and the control of deep intra-ocular infection,’ 
number for February, 1945. 
May I be permitted at the same time to. raise a few ain in 
connection with the vizor and the problem of “ Hospital Infection ” ? 
The Vizor.—-The introduction of the perspex anti- -mine vizor 
marks a tremendous advance. The men will in fact really wear 


this type of protection whereas all previous kinds were.anathema to’ 


them. Its obvious defects in ‘the Mark I- pattern will doubtless be 
soon overcome and the “ preventable 40 per cent.” be reduced. _ 

But we must not let the success of this protective appliance make 
us forget the long overdue necessity for the general issue of a steel 
helmet of the American or German pattern. The present type in 
use by the British affords no-protection on -the side of the head and 
is too heavy for constant wear. 

These two defects, combined with natural for 
the men not wearing them at all times in the forward areas. 

It was calculated that of all ophthalmic casualties treated in the 


Mobile Ophthalmic Unit in the Desert, some 17 per cent. had — 


wounds of lateral entry. A large proportion of these would have 
been.“ preventable” if a coal-scuttle helmet had been available. 

Hospital Infection.—It took two years of constant endeavour on 
the part of the M.E.F. ophthalmologists to make it more than a 
general surgeon’s life was worth to touch an “eye” in the field. 
There was complete prohibition on any form of interference between 
the application of the first field dressing at the R.A.P. and the time 
‘of the man’s arrival at the C.C.S. . The rationale of this was that 
the environment, overwork, etc., ata busy Field Surgical Unit or 


Dressing Station during battle- -periods raised enormously the — 


potentiality for hospital infection. Lash-cutting, unsterile atropine, 
irrigation by the O.R.A., repeated change of dressings causing the 
patients to squeeze-out the remainder of the partly prolapsed 
- ocular contents: all these are relevant points. 

At the C.C.S, was located the M.O. Unit.” There the toilet of the 


wound could take place. unhurried and not as an afterthought to 


general surgery. 


-His oral suiphollanide had been continued’ the time 


of evacuation, and now was further reinforced by local albucid, 
atropine and in the later days penicillin- sulpha- powder. Thereafter 


firmly bandaged, with another “ Verboten” written all over his _ 


card, he was passed back to the base hospital ophthalmologist. 
‘Returns obtained did not show a high incidence of infected 


wounds for the M.E. F, As the ophthalmologist most concerned. 


7 
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with the Sicilian casualties, I have a point to make ithe regard to 
“C.M.F. casualties are cleaner than the Sicilian or Tunisian cases.’ 

_ To date I have received only five “follow-up” reports on the cases 
that I treated and evacuated ; in fact I am in the middle of a further 

-attempt to get more information about them. Also, whilst in the 
C.M.F. I was informed that it was not possible to get a comprehen- 
sive survey. 

So the above comparison must be regarded as based solely on an 
impression formed, not on statistics. 
To conclude may I emphasize once more with Colonel Rycroft 

_ the absolute necessity for the instillation of penicillin in every 
wound of the eye, backed with the full exhibition of sulphonamides, 
systemically. At the same time I would submit that a policy of 
permitting the overworked “ general” pains to attempt ophthalmic 
wound toilet is controversial. i 


I am, Sir, Your obedient servant, : 
G. C. DANSEY-BROWNING, ( 

Major, R.A.M.C. 
OPHTHALMIC CENTRE, ( 

NEWCASTLE-ON-TYNE. ( 
April 12, 1945, 

INDUSTRIAL OPHTHALMOLOGY 
To the Editors of THE BRITISH JOURNAL OF OPHTHALMOLOGY. 0 
DEAR S1RS,—The Institute of Ophthalmology proposes to devote | i 
a considerable proportion of its funds to Industrial Ophthalmology. . 
In view of the absence of any co-ordinated work in this field it is cs 


felt that a national sarvey of workers, and of work already 
accomplished, is a mecessary preliminary to the undertaking of 
research on any’specific aspect of this very extensive subject. 

The Institute therefore asks all who have routine experience in 
any branch of Industrial Ophthalmology, or who have undertaken 
original work bearing upon it, to communicate with the Institute 
stating briefly their experience, and defining the aspect of the work 

with which they are ~most familiar—medical supervision, safety, ‘ 
lighting, industrial psychology, etc, It is the Institute’s policy to 
promote the investigation of Industrial Ophthalmic problems in the 
districts in which theyarise, It is hoped that those replying to this 
request will be willing to co-operate in their own areas and in their 
special fields of interest and PRRECOGE as the National scheme 
develops. - 

This invitation is extended not only to individual workers but 
also to research and other, organisations concerned. ~The funds 

_ will be distributed on the recommendation of the Scientific eycitive 
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OBITUARY 


Committee in the form of grants for approved work. The i 
Committee propose, initially, to support, co-ordinate and publish <a 
work undertaken throughout the Country. 

Yours faithfully, 


Colonel P. Me ETHERTON, 


ROYAL EYE HOSPITAL, 
LONDON, S.E.1. 
April 19, 1945. 


OBITUARY. 


DAVID LEIGHTON DAVIES 


' THE death took place at Llandrindod Wells, on April 6, of David 
Leighton Davies, M.D., M.S., F.R.C.S., Honorary Consulting 
Ophthalmic Surgeon to the Cardiff Royal Infirmary. 

He was educated at Christ» College, Brecon, and University 

College, London. He became qualified in 1900; took his M.D., of 
‘London University in 1902, the M. S., in 1904 and the F.R. GS. 
(England) in 1909. 
_ After a period as Clinical Assistant in University College Hospital, 
he came to Cardiff where he was appointed Honorary Assistant 
Ophthalmic Surgeon to the Cardiff Royal Infirmary in 1910, was 
elevated to the Senior Staff in 1920 and remained an active member 
of the Honorary Staff until 1937. 

- From 1941 he lived in semi-retirement in Llandrindod Wells and 
in June last fear developed acute heart trouble from which he 
recovered to some extent, but succumbed to another attack on 

- April 6.. The burial took place in Llangeitho Churchyard. 

For many years during the early part of his time in Cardiff he - 
held the post of Lecturer and Demonstrator in Anatomy at the 

Medical School, and old students of the school will remember how 

well fitted he was for the post. Hé was a good teacher, careful 

and painstaking in his work, with a clear and concise method of 
expression that made him ‘both popular and respected by the 
students. He held the office of Consulting Ophthalmic Surgeon to 
the Welsh National Memorial Association for Tuberculosis, and was 

_a Medical Referee for Ophthalmic , Cases. Me eg 

For many years he was Lecturer in Ophthalmology in the Welsh 5 ee 
National School of Medicine and-had been an examiner for the a 
Diploma 6f Ophthalmic Medicine and Surgery in London. 

He was a member of the Ophthalmological Society of the United 

’ Kingdom, a Fellow of the Royal Society of Medicine and a member 
and Ex-President of the South Western Ophthalmological Society. 

He regularly attended the Oxford Ophthalmological Congress and 
- made various contributions to ophthalmic literature, taking a keen 

interest in dacryo-rhinostomy as a means of erentnient for lacrymal 

sac obstruction. 
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As an ophthalmologist he was careful and thorough; preserving a 
wide outlook in his clinical work... 

Leighton Davies was a modest man of. retiring disposition: oe 
preferred a family life to wider social activities. His duties were 
carried out faithfully and well, and he maintained a high standard 
of ophthalmological work. He was a man of high moral principles 
and stern character, and took great interest in Church affairs, and was 
a member of the Representative Body and the Governing Body of the 
Church in Wales. He is survived by his widow and. two daughters. 
. By the passing of David Leighton Davies—familiarly known to 

Students and Staff as “ Leighton,” Cardiff has lost a distinguished 
and highly respected man, who had earned a deserved reputation in 
his speciality, and his loss will be deeply regretted by numerous 


friends and colleagues in Cardiff and South Wales and in _— 


mological circles throughout the Country. | 


-NOTES 
bial THe deaths. of , the following: well- 
American ophthalmologists have been an- 
nounced: Mark J. Schoenberg of -New York City and Ellice M. 
Alger, also of New York City. Dr. Schoenberg was born in 


Roumania in 1874 and went to the States in 1900 after having 
- graduated at Bucharest.. He wrote much on glaucoma and was 


consulting surgeon to the Manhattan Eye, Ear and Throat Hospital | 


as well as consultant ophthalmologist at the Bronx Hospital and 
attending surgeon at the Herman Knapp Memorial Hospital for 


twenty-three years.. Schoenberg was chairman of the committee . 


on glaucoma of the National Society on the Prevention of Blindness 


and a member of the editorial staff of the Sight-saving . Review. | 


Dr. Alger was born in 1870 and graduated from Vermont in 1890. 
‘Three years later he went to New York. He had been a founder 
of the National Society for the Prevention of Blindnees and served 
on its Board of Directors. He received the Leslie Dana Gold 
Medal in 1938. For more than a quarter’ of a century he was 
Professor of Ophthalmology i in New York Post: heeuauate Medical 


School. 


* * 
Honours “THE Hon. Fellowship of the ‘Australian 
-Ophthalmological eae, has been conferred 


upon Sir John Parsons, F-R.S. | 
Lieut.-Col. B. W. Rycroft, R.A.M.C. has awarded the O.B.E. 


* *. * 

Fein WE are asked by the Ministry of Information 
Special Nou to state that the fact that goods made of raw 
materials in short supply owing to war conditions are advertised in 
this journal should not be taken as an indication that they are 
necessarily available for sapere: 
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